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^= (54) Title: DIHYDRONAPHTHALENE DERIVATIVE COMPOUNDS AND DRUGS CONTAINING THESE COMPOUNDS AS 
= THE ACTIVE INGREDIENT 
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compounds of the general formula (I) are 
metabolic errors such as diabetes, obesity, 
remedies for hyperlipemia, arteriosclerosis, 
cholesterol -elevating agents, LDL cholesterol 
and syndrome X. 



(57) Abstract: Compounds represented 
by the following general formula (I): (I) 
wherein each symbol has the meaning as 
defined in the description; salts thereof 
and drugs for controlling peroxisome 
proliferation-activated receptor which 
contain these compounds as the active 
ingredient. Because of having an 
activity of controlling peroxisome 
proliferation-activated receptor, the 
useful as hypoglycemics, lipid-lowering agents, preventives and/or remedies for 
syndrome X, hypercholesterolemia and hyperlipoproteinemia, preventives and/or 
hypertension, circulatory diseases, over-eating, ischemic heart diseases, etc., HDL 
and/or VLDL cholesterol-lowering agents and risk factor relieving agents for diabetes 
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(^(om^-itmrnm^m^my)) -c^ $ n s it&tois x x^^t com., *j<t 
sstesrwu jfiiis^T^j. j»mer». tttBLm. mm. ^kb-ax, 

fctti&SHW, HD L=i Is XT n— /U_k#8U LDL3^fo-/l/j3itJ(/ 
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(i) en 
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(I) 



(2) zrtibommjjm, 
15 (3) ^enb^mj^i vx^m-tzMMizm-tZo 

20 (Peroxisome Proliferator Activated Receptor ; £J"T\ P PARi Pt&|S"t" 
3) tfS&B £*VTV^ 0 PPARil $t^l^i»ocDNA^a 

5. y©3SS^^)tlTV^ (J. Steroid Biochem. Molec. Biol., 51, 
157(1994) ; Gene Expression., 4, 281(1995) ; Biochem Biophys. Res. 
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Commun. , 224, 431(1996) ; Mol. Endocrinology., 6, 1634(1992) #RS)„ 

^LT^S^ i:^£n£>;ixTV^ (Endocrinology., 137, 354(1996) #ff0o 
ffi (NIDDM) ^-TS^^i: L-C^PfettTfc«9 s ^^^OJtiifc^JiaE 

10 




y^#T?ijb9. P PARy<^iifc^'[££ii^£^;5r £^JI^LTV^ 
15 (Endocrinology., 137, 4189(1996) ; Cell., 83, 803(1995) ; Cell., 83, 
813(1995) ; J. Biol. Chem. , 270, 12953(1995) #fig)„ t£oT. PPAR 
7 ©fe^St4SrJ|^$*5 P PAR r SfiftliJ (7^xf) te N ifaJiF^T 

M&£vt/&frmmi&Tmbvx^mx&&k^7t<bthz> 0 ppa 
r y T=?~* h(tP PARym&&&<&3sm%:ycm-i-z>^b&%at>tix\,^z> 
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(Genes & Development. , 10, 974 (1996) )Zkfab, PPARy %fe&4t-tZ> 

W^PPAR y l*mffiffii&ft{kfcmt>oX& t> (J. Biol. Chem. , 272, 
5 5637(1997) *3 «fctf Cell. , 83, 803 (1995) #10 > ^^^ttfbTf5f7/ 

^^CD#^S^$tLfc (Lancet., 349, 952(1997) #Rg)„ t£oT, PPAR 
yW;&*mU^%fttfm\{7^$^~* WPPAR 7 ieg#©M^i 
10 4> b fc <9 -C # 3 »J ti l&I^ ^ffflT'&5i:tibtl5ct-5t\ Science. , 
274, 2100(1996) fcf± % P P AR y ?r U y^W5 ^ i ^ j; o 
^jT^a-fb-a-W^^^T^^). ^©rH^PPARvSeiltt^l 

%<Dmi*mnx^ spparvi e^mM»i««i^T^i, j&iicf&T^k 

20 — PPARvf^O^tt^iHtSTy^^ &«v>fi 

le i t©^s^wx*t § p par 7 sen^jwjii. jfojfPfcTau tf 
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7 ^ / V- h ^ft#^C»rttWl 6 f ©-O^ p p A R tt gt^Tfe 5 
5 ^ £ t>¥(J9l! LTV^ (Nature., 347, 645(1990) ; J. Steroid Biochem. Molec. 
Biol., 51, 157(1994) ; Biochemistry., 32, 5598 (1993) #fig)„ ^thb<DZ. 

tfr b „ 4 is— h mk&m&mmt L^ppARa ^m-^unn 

10 iWt^ PPARa^S4t5»ttat, W09 7 3 

6 5 7 9^atOTS#i^f LTV^§i^5S^$^fc 0 ^fc, J. 
Lipid Res., 39, 17(1998) iZfe P P AR a ^^{^(DfB^it^ X oT^M y 
(HDL) =H^^^n-^_b#f^, -ebT, fg^y^Se (LDL) =1 
T o — y tK^ & (VLDL) — /K $ £> fi h y 

15 y-fe K<ZHSTftUB«:tfLTV»S;: iaSJR^SftTV^,, Diabetes., 46, 
348(1997) Klte^^V- h^ffc-g^O— ^7 4 7*\s— MC <fc o Tl^ 

frl/T^S. ftoTPPARoS^j£ttflit57^ K^PPARal 

e e m<D^*;imir% pparo fflfflmzmm&TM, mmdoMfamm t 

20 LTflt»fe5^!5T^<> HDLn^fn^^^ LDL=W 
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— # % ppar s &&ft&mffizm&{bi'i£y ^k^ppar d&m-fc 

PPARSfl £#(£PPARj3, &5V^t bOS^tliNUClit) 
ffc$*L"C^$o -M^PPAR5 04MttitT, WO9 6 0 1 4 3 
5 OfSiflllihNUC IB (t h NUC1 t 1 7^/tS^5PPARfy^ 

^7") >5st hpPARa j ^^j^j8i^^^V"fe^— (Dmmmm&wfflx*% 

^36S^$tLTV>5„ ^fc. PPAR6iei{cMfPtt%f U 

PPAR5?rft}^fttS^ (T^^h) 35S^,ffi$*t (W097 
28 1 4 9fB^#), $ b(^JlP,©{^ft^HD L (MID #SS) = 
10 U^X2^-/U±^.jpm^VX\t^^t^m^^tlti 0 ^oT, PPAR5 

J*X<DV X? 77 ^ * — <DmU^&fa&fo&&<D&&^V5te*>GmX*3bZ> t 
15 %x:btt§ 0 

$J;Lte\ WO 9 8 2 8 2 5 4^KiB«^fi, — (A) 

a a_ x ia Y 1A — X 2 *— W — (CH 2 )nA— CH B A 

| (A) 

X 3A_ R 3A 

mzmfris. x 3A }-zmmjm*m&m:fru R 3A nm^m^i,x^xh^ 

25 ^fftlfc 1~8 <£>T/l^/l^P&:gfc> U nAin~4 (D&m&Mfr-f-* ) 
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WO 9 9 1 1 2 5 5-£-BH*»»U:«\ — Jt£5£ (B) 




(5£*. R 1B «:Cl~87;^;H^^U R 2B H:-C00R 3B S (S 
<kv\,K E 1B f4Ci~8 7;^vyif^U E 2B fi-o-S^%^ 

6tniffoHK^|3 (3 5) tefi, (B-l) -C^^ttS-fb^^ia 




(B-1) 



20 
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( 1 ) — ®t&. ( I ) 



5 




X f± (1) * (2) C 1 ~ 4 T/U"¥ 1/ U 

Yfi(l)-0-S, *fctt(2)-S-3E&*fc>U 
10 ZfiC 1 ~4 7A'*V^It*t)U 

Ali(l)-0-I, £fcte(2)-S-K£r«>U 

R'ttdJCOOR'S, (2)CONH 2 I, (3)CONHOHl, (4)CH 2 OH 
(5)CHOl, (6)lH-rh7y^-5-^;H, £fc.f±(7)3, 5 — 

y >f y y v >- 4 — < /lsm&mfr u 

15 R 5 f*(l)7K^^> £fcii(2)C l~8 7;^;H^t)U 

R 2 *5 J; ZPR 3 fi^rtL^eti^ftiE LT, (l) tK*J!^^F> (2) C 1 ~ 8 T/v^^m, 
(3)c i~8 7;^^>>i, £fcm4)y^~/ug-re^£*WcC 

20 DttD 1 , D 2 N £fcteD 3 £S?:bU 
D 1 ^ 
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ring lli- &iZf£te'£U&$8fQ£tix\,^Xh&^C3~~l O^SR**: 
5 D 2 te 




10 ring 2 t±gft3SfJ^^F x ^M^Sfcfi^MDR^^fe^^^tbS 1 ~4<@<E> 
St* fc {^-^^^ n P — fr&mfr U 

R 6 te(l)7k»J!H\ (2)C1~8T;^I, (3)=haI N (4)NR 7 R 8 I % 
15 (5)^n<^Vjjjl^ (6)0 1^87^3^ (7)Cl-8 7/^;WS, 
(8)CF 3 S, (9)CF 3 OS, (10)— ^^fc«^^fP$^"CV^% J:V^C 
3-1 0O^^fc«-^^^TU-7K ^fcfi(ll)^*M^ SSfM 

^WI&?R£tL-CV^t> J^3~l OM^^^fc^-m^^n^Ty — 
20 /i-£r*:b U 

R 7 *5j:tl«R 8 {i s ^^WteLTCDTKmj^^ 3:fcte(2)C l~T/^/l- 
mlil~3l:Sfct 0 ) 
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15 



20 



(2) *H6>©M3fi*2fex fej;t^ 
/K ^V^vK ^^rv-/K ^^/K ^^/I'K^lJWbk^Mttft^fc 

So 

^wmmtp, ci~4T/u*u^mti-z. t^-^s ^^>\ 

^Jl^"* 1 . Cl~57;^l/yXt^ MJ^5=- 
*MjBB*4»x Cl~37/^l/ySi:(i, ^fvy, j^Ui^ hV^f- 

v\ T'h^i/s -Of-AsX-^fs -^>*-fA'*-'%-is > ^^^vl^-drv^ ^-^^ 




9 



6NSDOCIE* <WO 02051820A1 J_> 



WO 02/051820 



PCT/JP01/11255 



jf-Wnm*, ring lioit/RnctoTt^^, — U%tz.te.&&& 

muiszix\^xh&^c 3~i otDmm&tzLte-m&mmmTv—si'b lt 

«3U8#rK ring 2 *3<tt5R e tC J;oT«*>$tt5 % SBfcjDK^ ^StJJiC 

^njDK^Sr-g-tf. 3 — 1 Ol©^^fc(j;~l^r 7 ]i LTfi 
s fcfn— ;k -i y^/K MJ7y-;K r f7 ^ 1^7/- fc° 

25 ^yt^ty^ f7y-;K >fyf7y^;K 77fy, t*ts?7y 



o 




5 
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— 7K ttV&Ti?^ ^iHft?:^ *r*W7H\fis^ 

y k— ;k ^y-f^ K—/K y y K y v^, ^y^7 7 >\ y 7 

5 y— /k ^yyy, ^y^yyy, ^yy^ yyy. 7^7^, ^ 
y-y>\ 7-y^y^y> ^/^-y-y y. 3r7-yy>\ ^yy*- 
*t , / ta -A', ^y/f7y"-/K -<yyV5^y— /k ^a^.^ N ^yy*7 
7f^ ^yy*f7v?7y*-/K ^yy h y ry— /Ufa****/ b*i,5„ 

10 n — g!5*fc^§|5«afP$ttfc3~l OM^^^fcfiZl^^:— 

y ^ *v y y ^ y ^ *v y -y y, h y r y y y> h y r y y t?y, rh7 y 
y y. 7 h 7 y y v?y, tr^ y* v y^ tr 7 y y v^y, & t ko t-y -yy 7 

15 y. tr^9^v % i^t Knt°y syyy, t h7t Knbfy ^yy t k 
at°y >i?y i?t Ka try ^y>\ 7h7t Ka try ^y> % t Fa 

y N ^yt Kaiynftfy. rb7t Koiyriftry, t Ka-yrif try. 

20 t?7>\ ff7t Kntf7y> v>fc KPt^rtlfy, fh7t Knmtf 
y % /N°-t Kn^tfcV, f^7y ^*y % i?t Knf t7iy 7 
h7k Knft7xy -yt Kn^yy (v't Koftt^^), 7h7tK 
Pf^fy (7f7t Ka^Tfc^yK -yt KPf^ty, fF7t Kp^x 
t°^ N y?*- 1 Ka^cnt?>\ i?t Kn^-^y— /K ^f7t Kn^-^-y-y 

25 — ^ (W/'jv'y), v?fc Kay y^-^rf-y— 7l>7t Kay y^-df 

-9-y— wytwy^yy), -yt Ka^ry— /k rh7t Ka^-ry 

11 
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' Wytryyv'y), v>fc Kaiy^iFV, fK7tKD77f^ ; ytK 

5 r.h7t Kn^-^-^v^Tv^V, v>fc Ka^driMffc*^ ^ h^t Ka^f 
i?fc°y^ t Ka^^-y^t^ s?k Kn^ar-y-i^Tif fc°>\ -rh^fc K 
P^-^f-^r-€fc°^ % fc Ka;^^v>Ti?fc: 0 >\ v>fc: Knf7^7/- 
h 7 t Kp^7^7/-/u (^7^7/!;^), ^fc Knf7^y, 

10 Z?M Ka^Tift°>- N ^ h7t Ka^Tiffc°>\ fc KPf7ft'y, v> 
t KPf7^7f tV, ^h^t Ka^^ftV, t Knf7v?7 

^Ky>\ i^t Ka^y^77y, /^tKn^77y ^t Ka^y 
^y/7 7y^ s<— t Ko^fy^yj/77^ s?fc KD^y/Wxy, 

^y^yyft7^y % ^tKo^fy^/-/K ^tKn^fy^/-/K 
v>fc Kd^t/ V ^ 7 s - b5k Ka^y y y N t Kadry y ^ N s?t Ka 

^y^y yy, rf7t Ko^y^y y >\ t Ko^y^y yy, 

KP7^7^ T^h^t Kb7^.7^ fc Ko7^7^y, v>fc K 
20 Pt7f 7h7tKPt7f!Ji?y /^t Knf7f !J^y % ^ 

t Kndp-y ^-y-y T bvt Ka^y >\ t Kn^ydrtyy, 

v?t KP^tyyy rh7t Fnwyy, t Ka^tyy >\ 

t Kni^yy y >\ rh7t Kaf^y y >\ t Ka^yy y y N 
X^-=3r-y-^r> N -^t Kn^yX^drtv?^ i^fc KD^yyf7>y^ tf 
25 T^y^/t^y >\ KP^yytdrty-/K /^k KP^yyt^t 
y*—/K Kn^yyfry-/K t KP^yyf7y*-/K i^t K 
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;*369H-*3VvC\ PPARftWWBtrt^ P PAR a Ms yl, 6 Ms a 43 
5 • «fctJ«vM. a*5«fcl*5SL y*5j:tf63L a. y *3 it/ 5 iSlJ^J^t^t 

*lPJO^t Ll^J«l^te, PPARaim P 
PARylSm PPAR5l$im PPARafcitfylffllPi, P 
PARa*3j:t^61fffil^W-C*>«9, #^0*U<f* > PPARafc^yl 

10 *fc, *|SK©P PARilPSIt^ PPART^ h:io£T>*PPAR 
T^?=t~Xht>*S^jvZ> 0 $f^L<« N PPART^ht^^ =fc t> 
^KliPPARalr^b, PPARyiT^h, PPARS 
mT=i'~Xb, PPARa^it;yi7^7 K p P AR a *5 <fctf 5 S7 
=f^^ hT'fc^ #^0*L< f± % P PARafcil/ylT^ bT?&5„ 

(E. Z. b^v*#K ^^*©##3?fc:J:SSi4# (R> 

25 
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feffimcofa^siM ct-fc*>fc a -mm.) i^^-i^x^^^t^m^v, 

^y-^:/, ^E-y^^/— juts. >\ v»i^y-/>7?y, hy;* (t Ko* 

<^i^ N mmmm mmm., ^t^mmm, *vik*mwt 

20 m, mmm, v^mm, mmmm), ^mmm mmm, hv^^^mmm, 
%mm, m&mm, ^~vmm, ^^mm., ^u^c^mm, %M.mmm, 
t^^-mm, * ^^^n^^mm, ^&i/^/is-fc>mm, ^^^^/^^ 
mm, h/te ^x.suTts^mm, ^±^^-^mm, y^tvu/mm, 

25 *3&mia*-ffi>& en x^isfoz^mik&mvmmmm, *s&x*±& 
^mmit^-m^T^v (±no &mm, y^^^j^m, mmr^^m, 
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Silt0*L<(i, (-CH 2 -). (- (CH 2 ) 2 -) N 

tfciihy^f^y (- (ch 2 ) 3 -) -e&tu #^^b<(i^^i^>' (- 

CH 2 -) Tfe^o 

10 *WmWP, Yi:tti!fiL<li, -O-S, ^fcte-S-STfc^, W 

ZiLt^Ki^ (-CH 2 -k Jcfcte^W 

^ (- (ch 2 ) 2 -) #^*b<tt^^l/^ (- (CH 2 ) 2 -) 

15 ffi^B*^ R^LT^Klt COOR 5 !, CH 2 OHl, lH-r 
h 7 V—JV- 5 — f ^S-Cfe 9 , ^^$f * KttCOOR 5 iT«fe5o 

R 4 t L < fi. C 1 ~ 8 T/^^m-Ch > #^0* 

20 b<te^^*-efe§o 

0*L<fi-O-£T'fc5o 
25 #0J!*ffl#3\ r i n g 1 £ Lt^L<fi, -^P*fcte^:§P^fP^ ttTV^ 
Tt>J^C 3 ~ 7 ^-m^*^T y -/UT'fc «9 , #{31^ L < (iC 3 ~ 7 ^ 
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*wMm*p, r i n g 2 1 LT^tKij:, mmm*. mmm^tctem. 

£*LTV^t>J^3~l OM^#l^7cte-gg5£^r ng|T V — /ux&> X> , 

t'y-^St tr-<7^^at, f^^y^*. ^/w*y^ 

10 — w&z (i) •c^$tLSYk:^©5*». »4u^^tLttt> 
(i-a) 




(i-b) 




20 <^:<fs ir^xcDm^-nmmtmzm^m^-rj x^fi^i^m, *si 

t>-^ (i-c) 
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D 4 ^NH 2 
(XXXXXIX) 



N ^2 1 — COOR 



12 



D 4 -? 



S R 4 (XXXXXX) 



N — OH 



D — ^ 



S^R 4 (IV-2) 



Z — R 



S^R 4 (II-2) 



O 

D 4A NH 2 
(XXXXXXII) 



D — t T , 

O^Z 1 -COOR 12 
(XXXXXXIII) 



° Z— OH 
(IV-3) 



D 4 -? T 

O-^z-R 9 
(II-3) 



s 

D 4 ^NH 2 
(XXXXXXIV) 

A 



S ^Z'-COOR 
(XXXXXXV) 



,12 



D 4 -< T 

S-^Z-OH 
(IV-4) 



N 

S' -z— R 
(II-4) 



9 
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©SlgS;*, mmWMt LT/i^fc— j»5£(xiih (xiv) N (xvn), (xix), 

(XX). (XXVIII) , (XXXV) , (XXXVII), (XXXVIII), (XXXIX), (XXXX), (XXXXIII), 
(XXXXIV), (XXXXVI), (XXXXVII), (XXXXIX), (XXXXX), (XXXXXII), (XXXXXIX), 
(XXXXXXI) , (XXXXXXI T)3$£Tf (XXXXXXIV) "Utf £ it^^H 5 7b\ 

— «E* (I) T^S*!,**^^*^ ppAR^«ft§rtt5^i: 

15 PPARaT^ hjgte&^P PARyT^ hiSt£<P«l£ 

(1) fc hPPARatfclly $f V^fc^7 x 7 -^7 y t >f ©*t 

±{*<D9kfefr, tZitfcT-T.^M^mz £ , S^S^^ (On 

e) -s^^V y K, *fcf*h!>- (Two) -s>4~7V y K^f^ff 

^ if (TK) ^ a 3zMT(D/uiyy*.7— tfit^^g 

3%S<# & — h LT, PicaGene Basic Vector 2 ([&&£, ^^^t, >fr * 

a ^ No. 309-04821) fr^>)V*/7 ^ 9 — if #i£iH£^£rijO t) ffi U T K7°o 
— ^ — ilr&Op TK^ (^ o^x^^^fc, ^^di/No. 6179-1) d>£>, 
25 f/h©7 p a ; e- ; 5'-gttibt, TK^PM- (-105/+51) 3t 
• Ef©^7x7- ifitfe^gm^^-pTK-Lu c. SrffrfeLfc. T 
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U A S §r 4 GUM Y) M. Ufc^y^yf" — IH^J^^A b % 4 xUAS-TK-L 
uc. §r#^U f—mfc^b bfc 0 ^T^V^c^^^^f— ffi^ij 

(E^JSfl) Sr^i-„ 
5 M&m^r l:GaUI S^gfl^J%^ t> M Lfc^^ iH^J 

5'-T (CGACGGAGTACTGTCCTCCG) x4 AGCT-3' 

10 S'y^ • ^<?$— 2 (PicaGene Basic Vector 2) (pgfp^, 

St. $>?ut?Ko. 309-04821) SrS;$383£-<^ LT. ^u^E— * — • oi 

LfC 0 

Ga 1 4lfi©DNA^M^ 1 4 7# B *f©7 ^ / 

15 ^ISrra—Ki-SDNATiftte. t f P P AR a tfcli 7 f » U 

£«£Sr = — Kt5DNA^\ 71/^ £ 5|ci^LT, PicaGene 
Basic Vector 2©^d^- • ai^s^f— fH^TSS^A Ufc e -O^. 
^mbfc^r^ ^geaM^p^^-f-^ „ t NPPARa^^ft 7 t» 
y # f M^^8©7 5: y jfcSfiSlCfi, S V 4 0 T -m& (antigen) 
20 ^#ff V^'-TVK Al aProLysLysLysArgLy sVa 1G1 

!7\ TyrProTyrAspVa lProAspTyrAla (Ig#l 
3 ) i: »8R#Jk = K^SrHg^iB-rs J; 5 frDNAjSB^fl £ Ufc= 

^f-gfl^^ R- Mukherjee *b (J. Steroid Biochem. Molec. Biol., 51, 157(1994) 
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#ffj. M. E. Green <b (Gene Expression. , 4, 281 (1995) A. Elbrecht 

<b (Biochem Biophys. Res. Commun. , 224, 431(1996) 0M^.itti. A. Schmidt 
h (Mol. Endocrinology., 6, 1634(1992) #Ji) \Z.^M%^t^ tfPPA 

5 tfPPARa!) 0^ K^-^^ : S e r 167 -T y r 468 
t hP PAR y y tfis V^^mm : S e r 176 -T y r 478 
(t r- P PAR y 1 fc h P P AR y 2 g^ftT'te Ser^-Tyr 506 ^fgH3 

U ^<PCi^Sia^J^fe^o) ^^-K-rSDNASr^fflbfCo £?c, S^: 
mmzM-tZ&m**-?— t-<< . PPARU^fy Ki^i^Sr^Ufc: 
10 Gal 4SS®DNA^^fi, 1 # g ^ 5> 1 4 7 # g ^T^T 5: J W^M 
W^^3w-Kt5DNA^ft5M^^^-fef^TllLt 0 
(2) fc: hPPARatfcttr ft V ^ fc/l'i/ 7 x 7 - ifT^-fe-T 

;$Ow<y ngfc^f — ^/i^mm (dmem) k^^sSoM (gibcobrl*±, 

15 cz No. 26140-061) 1 0 %\Zj£ 5J:5 U $ £> 5 O 

U/m 1 <D^<~i/}) yGi50/i g/m 1 <D$m.* Y ^7 */^*lMx.tz. 

mm^x^ 5 %m.wttf* >f> 37 °ct-^ ufc. 

l/tf?— Jt^S^, Ga 14-PPARM^^^OSDNA^ 
IfB^rt—^Ai-^ h^^^^a ^fclglU £BJ§££r^£>l OcmxW 
20 ^.(dish)(^2 X 1 O^ellsSSb-C^^r, lfiL?t^* jfcV^^-C— (Ugfe^- 4 ^ 
f££:J£Lfc^ Om 1 ^Pxifc t/ztf— ^ — itte^F- 1 O g , Ga 

1 4-PPARM^^-0.5 M g t Vtf?^? h7^y (LipofectAMINE s 
, GIBC0 BRL t) 5 a ^ No. 18324-012) 5 O /x 1 £ £ < Ufa U -h 
IS^T 2 V v'xl (dish) \Z.WN Lfc 0 3 7 tTtt & 5 ~ 6 ^F^^ctts 10m 
25 1 O^tff^JI&iElfttfi (GIBC0 BRL £fc> ^7^ct^No. 26300-061) 2 0%&<£t? 

mm%imtt 0 3 7°ct— h y ^yMtaot^ 
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8000 cells/ 1 OOml DMEM— 1 0 %®fcff ifc^/well <£>«^ 

are 9 e h u i^im vmmmm vtc t 

S©2^^^tr^t?2|s:^^^-^#)ODMEM- 1 0 %^fifiL?jf 1 00m 
l£»nb7c 0 3 7n?4 2^*1, »toT^ 

#^R-C. PPARal^ LTfft^^7 ^ v — ifat^^fe^ 
. *W;mkX^%Wi&1#Mik&mJ]^^4 ? V is (Eur. J. Biochem., 233, 
242(1996) ; Genes & Development., 10, 974 (1996) 1 0 n MWm$(D 

;^7x7- i.o t\^tct^<D > &mmik&®)i ommwo^ 

10 ^tt^l{^bfc 0 

*fc, P P A R 7 l-M LTtf ('^^7 x 7 -^l^O^^SMT* 

y^(Cell. , 83, 863 (1995) , Endocrinology. , 137, 4189 (1996) $3£T£j. Med. 
Chem., 39, 665 (1996) #fig) 1 0 n M.WMW<D/U^"7 ^ =7 — MWife^ 1. 0 t 

15 ufc t # ^k^^ ioju Mmuti?<DfaMfem%:m 2 ^ Lfc 0 

*fc. tt&fc&Qok LT. OT^i- W09911255 -^-^^ 3 (3 

5) mm^t^^m bfc 0 

20 




W09911255^^# N H*6M3 (3 5) fS«f^#I 
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t!4 







mm z 


0. 4 5 




0. 0 1 


mi 5 








2. 6 




0. 0 0 4 



10 oTltt5ri^#5 0 

jfiL%feJ:t^ik^flggoiST^ (1) : 

UttKKAy/Ta Jc l^f^^ (1^5© £r 8 iSipT?A#^ N ftSU 

15 WftftW*ff3!cv\ ^»*BBi^t-5o H^SBM^B (0 0), frfiSrSSI^U 

SB. ^MfcfrMSrfifJeU £*P£6 *mWik&m%: 0. 03% (w/w) ^ 
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i± 0. 01% (w/w), 0.003% (w/w) ^tf»k t>L<«^^^^-x.-C^W 

fit, tt^M) ^yi-D k (to mzmiz-rz mik^sk^ tg^) 0 & 

y >- -^SIJJiJK^ (NEFA), RXfGOT, GPT&tftffi.<D*cy b& 
^fc^RNAlrttffiU y-fy^nj/ b (Northern Blot) ^[CioTZl 
10 I^CD^K 0. 03%^VM2 0. 01%, 0.003%-^tH& 

*m»)iw*^^^mVMimi?)-r^^B#*^^m* bfc^*« o. 03% 

tfW4^W4 Omg/k g/d a y 

KKAy/Ta-7!)^ Il^'lt 5itH©lfllI, ifa.'W V NEFA 

<DiLmmm(o^&(Dm^np p ar a o^^^tt^^^b^^u 

20 i&L%feJ:tKifiL^gOigT^ (2) : 

UttZ ucker f a/f 37-^ Crj- [ZUC] -fa/fa) N &TJ*iE 

^fi?JK}%IJ — is (lean) 7 h GRffeg Crj- [ZUC] -lean) Sr8jif^^A 
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n o: 7]}-^m^xmik.m, skm-mmm^m (nefa) • tg, »Hb 
Aic mm&mmirZo z.(d<pxh b a i cmRxfi^m^m^ i^xm^m 
fc%,4tmK£*) i^5EE^fij9 ttrtZa mz.x^ m<o^ ^ — ?-<D^mm 

*mmi'tc'&, z.<D&m&iz^x*&wfc&®& i 3B«tipy>f 

o^XtemfcX&Z 0.5% MC^tS, 

V^££lfcJ^ ti-NEFA-TG, MlHb A 1 c)|g«t5 0 £ 
fc, M^14 0|lCgPtA#^ (OGTT) %5»U 
^SrWffii-5„ OGTTte, ^<DwiB (MM13 0S) iDlfifcfti: 

15 ^2g/5ml/kgffliT«gPg4t5 0 tAIt, 6 0^X^12 0 

TT'BIgP^W^^lfil U 41-t^^y^-NEFA-TG, RXf 
20 GOT. GPT&r}T|g(D^ h^/j^-Cg^"^^ *fc. ffffli&MttJ U ^ 

Zucker f a/f a5?h fc:fc#5g&^Rt(E>jfilJf . JfiL^-Y U V. 
NEFA. HbAlc 4£$> 5 V^lfoJt* T GfgOigTff^ fi^^i^fltlfiL 
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ih.m&£zP!hQ'mm<D&Tfem (3) ; 
5 a#b#¥«p 3-4t, w-^w-nm 3k g (Dtsm^j -t^ ^stbsa u & 

h ? v v y - &L&m& • jfo/MRtfe • &skmwn(om^) Rx^msntn^jm^ (g 

OT • GPT • TAsjJ V 7t^77^-^ • &£&f? • Ht^Sf • * I/7f 
— >- • ^ U-T^^^^^ — if • f&f JJ/Ufi/ • skm ■ g&=* W^n— /!✓ • H 
15 DL-LDL - TGOft!© ^lUfe-TSo #Hx.~t\ -^I^tit, Wffc 

fcv\ li¥3gf£#J!)fW5o a-^Httl, 3, 7, 10, 14BS^ 

Wi^^L^ 3 ~ 1 OOmg/kg/da y ^tf^f^^#^7^— r 

1 , 7, 1 4 0 g <D*&m<k&fy&jmtema. u ±M<Dikm^^ 
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jEftZ ifVu(31fc ft 3 £0B#lfaJtT Gm.<D&Tftm tt^jfojE^lM 

mm 

10 mt \^xmm^%fr&^ft%i£x&z> t^x.hthz> 0 

— jrs; (i) -c*^$H^^p^b^#», *3<t^tbb^^Stt^fi. pp 

P — «fc t5/^fc« V LDLnl/^fn ^^©i^U, ^t^pH 3 ^^ K o 

— j&st (i) x^fi^mmit^m, &£.xf^}htb<D#mftim-i 

#|^PPARo7^ hf^ffi*5j;t>V*fcfiP PAR yT=?~X hftm* 

DLnWo — /I' Jt #fE/B > LDLn^rn- 7V-*5 <fc IF/ ^ fc {4 V L D 
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s-^sfi. #j§u ^sb#p b ^^j:^m 

10 „ 1 0 l|H^b#:lHlMPig-#-$tbS^ s SfcfiiJ&A— AfefcU> lHK£o# 
, lmg^&10 0mg©Iit\ 1 B llHl^femis!^P^4- (0*b< 

T^y tf^y^t'n y K>\ ^ ^^^^ A tM^^i5 0 
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mm*. =^?;-;v) K^mz*h% 0 r©m^«. ^m&ft^nm 
mcmmm, mmm<D£?fmmk .^m, mmm*-$ 

20 ^5fef± % ^J^{«H#rF^2,868,691^J;TO^3,095,355^-(c:^b<iB«fe 
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icmmm, umm. mm, ^m.nu ^mvm mz.&, *)> mm 

20 

3- (5-tKn^-3, 4-^tFot7^^-l — f/p) ^a^^ 
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3- (5-^ h^f-iX- 3, 4 — v^fc Knt7^ 1 — fAO :7°ci^>" 

^ (25. lg ^^P-fb-^^ (J. Chem. Soc. Perkin Trans. I., 1739-1742(1987)) 

#83) • t-yv'y (2 o o g) maa*_ N 1 s o°cx* 3^a8l#Wfc 0 

ttttte&^-t-samfba* m.sg) 

10 TLC : Rf 0. 42(^ n a */UA : ^ ^ y -/U=6 : 1) ; 

NMR(CDC1 3 ) : 8 9. 21 (s, 1H), 6.98(dd, J=7. 8, 7. 6Hz, 1H), 6.71(d, 

J=7.6Hz, 1H), 6. 70 (d, J=7. 8Hz, 1H), 5.82(t, J=4. 4Hz, 1H), 2. 68-2. 50 (m, 
4H), 2. 36 (tn, 2H), 2. 12 (m, 2H)„ 

15 #%ffij2 

. 3- (5-tKP^-3, 4-v i kKnt7^V>'-l— T/0 yo^y 




20 iiTk^^y— A' (40ml) ^-10°C^^*PU. T/l^=i*V^f^^T. 
ifrffc^-zl" (5. 92m 1 ) ^o<9lTU - 1 0°CT' 2 O #fffl86# bfc 0 

i^^#%Mix^itufcYb^ (n.8g) iift-e i «fBIft# 
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= 50:D -c»$au T&totiM&^rtzmmik&to ao.eg) ^nt^ 

TLC : Rf 0. 72(? u : ;* $ S — /U=10 : 1) ; 

NMR(CDC1 3 ) : 5 7.06(dd, J=7. 8, 7. 6Hz, 1H), 6.88(d, J=7. 6Hz, 1H), 
6. 70 (d, - J=7. 8Hz, 1H), 5.88(t, J=4. 4Hz, 1H), 4. 93 (s, 1H), 3.68(s, 3H), 
5 2. 82-2. 62 (m, 4H), 2. 58-2. 49 (m, 2H), 2. 26 (m, 2H)„ 

3 

5— fcV«u-f/i^-dp-v— 1, 2, 3, 4-f f7t Kot7^Ui/-l-t 



10 




5 — fc Kn^ri/- 1 — ^ ^7Dy (30. Og) ©If JJ i?^ (1 8 Om 1 ) ^ 
4 -i?* <f~)VT % J S?^ (1. 13 g ) SrJp^fc^ tK^Ts ifrf fc: tv^ 
o^/i^ (25.0ml) SrjRTU mMre—mffifr^ft a 

/l^^7 7^^P"7 h ^ :7 7 -f — (^^rf-^ : i£g£jc^/U= 9 : 1 — » 5 : 1 ) *t? 
JftfKU TSB4fett«[S:^ri-5«S8a^^ (45. 4g) £#fc„ 
TLC : Rf 0. 42(^r-#-V : BEI&c^vl^S : 1) ; 
20 NMR(CDC1 3 ) : 6 7. 95 (dd, J=7. 8, 1. 4Hz, 1H), 7. 33 (t, J=7. 8Hz, 1H), 

7. 19 (dd, J=7.8, 1.4Hz, 1H), 2.79(t, J=6. 0Hz, 2H), 2.65(dd, J=7. 6, 6.0Hz, 
2H), 2. 19-2. 05 (m, 2H), 1. 40 (s, 9H) 0 
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10 



15 



2- (1 - t Kndp-V— 5 — \f^xi4)Vir^r-y- 1 , 2, 3, 4-fh7t 



j$B.§& (i6. 9 g) (omTk^-^^ (6 0mi) mmmz=}$m (mmm.) & 

inx., mffi^frWi, ##mT«£Lfcte-£^ (45.4g) &£zf7v*mm • 
sc^vi^;*-^^ (25.0ml) (DMTK^^if^ (12 0ml) fS^rlTt, 

h^77^- (— ^i^>- : mk^^= 8 : 1 -* 5 : l) Titt^U TI2^> 
ttte£^5*KJ®fb£fe (33. 5g) £#7c 0 
TLC : Rf 0. 52(^^U->- : g^^^=85 : 15) ; 

NMR(CDC1 3 ) : 6 7.42(dd, J=8. 0, 2.0Hz, 1H), 7. 17 (t, J=8. 0Hz, 1H), 
6.85(dd, J=8. 0, 2.0Hz, 1H), 4. 16 (q, J=7. 0Hz, 2H), 4. 10-3. 90 (br, 1H), 
2.80(d, J=14. 0Hz, 1H), 2. 76 (d, J=14. 0Hz, 1H), 2. 68-2. 40 (m, 2H), 
2. 12-1. 44 (m, 4H), 1.35(s, 9H), 1.24(t, J=7. 0Hz, 3H) a 

2- (5-tf^t3^7^drv'-3, Kot7^^- ^ 
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#%#J 4 T*iSBt Vtcfc-a-m (33. 5 g ) CO h/k^^ (80ml) p 

-Y^^^^^m-amm a.52 g ) s^p^ i^ra^bfc 0 m^t- 

^=2 0:H.10:1) «U TB5^f4fi££^3tlMte^3 (13.2 

g) *mc a 

TLC : Rf 0. 56 (^^V : @^^m^-/k=3 : 1) ; 
10 NMR(CDC1 3 ) : 5 7. 18 (t, J=8. 0Hz, 1H), 7.08(dd, J=8. 0, 1. 0Hz, 1H) , 

6.86(dd, J=8.0, 1.0Hz, 1H), 6.01(t, J=4. 5Hz, 1H), 4. 14 (q, J=7. 0Hz, 2H), 
3. 44-3. 40 (m, 2H), 2.63(t, J=8. 0Hz, 2H), 2. 36-2. 23 (m, 2H), 1. 38 (s, 9H), 
1.22(t, J=7.0Hz, 3H) Q 

15 ##0ij6 

2- (5-t 4— i?fc Knt7^ U^- 1 — ^/W) g{:g£ • 




20 tk^t. 5 xmm \^tz.i\^m (13. 2 g ) <o=^ * s ( 5 0 m 1 ) 

mmc-j-hVVJ»^?-7—h(D^*y—/umW. (2 0ml N 2.6M) SrigjTU 
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^rls : 0m^^= 4 : l-*2 : 1) t?lt^bfc 0 #£>;ixfc;<i--f /^£^3^1^ 
m (7.73g) £#fc G 
5 TLC : Rf 0. 34(^r1f:/ : @^^^^/W=3 : 1) ; 

NMR(CDC1 3 ) : 5 7.00(t, J=8. 0Hz, 1H), 6.78(d, J=8. 0, 1. 0Hz, 1H), 
6. 63 (dd, J=8.0, 1. 0Hz, 1H), 5.98(t, J=4. 5Hz, 1H), 5.25(brs, 1H), 4. 15 (q, 
J=7. 0Hz, 2H), 3. 44-3. 41 (m, 2H), 2. 74 (t, J=8. 0Hz, 2H), 2. 36-2. 23 (m, 2H), 
1. 23 (t, J=7. OHz, 3H) 0 

10 

#%M7 

5- (5-7<h d rv'-3 J Knt7^uy-1 ( 2 H) — f V f» 




(4-U/l'7$*i/7'?-M M)7x=/^77^=!)^PV^K (25.0 
g) (DM^ h7t FP77^ (200ml) »!)|)At-7R^K 

(i2. 7 g) ^joi, 3 o'cx-if&mwtftvti* Kmm&m\z5-t 

1 -"r F7oy (5.0g) <Dt h7t Kd77^ (20ml) ^^^tJP^l. ^ 

TLC : Rf 0. 34(^r1^ : @^^^^/U=2 : l) c 
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5- (5 — * h=3ri/— 3, 4-^tKnt7^Wy-l ( 2 H) —4])^^) 




##m 7 -etast bfcfb^^^*^^ f/^/^7 ^ k (40mD mm 

\Z.Bt7ik**f-;V (5.3m 1) *5i^gfe*y^A (17. 6 g) ^P^L % Sfflt?— 

*^7A^nvh07^- (^^r-^>- : ^§£0^/^= 5 : 1) "C^M 
U TIBflWitt&W^SWWb'a* (6.80g) «r#fc 0 
TLC : Rf 0.72(^=35-^^ : ffi%£^^ju=2 : 1) ; 

NMR(CDC1 3 ) : 5 7. 18 (dd, J=7. 6, 1. 2Hz, 1H), 7. 10 (t, J=7. 6Hz, 1H), 
15 6. 70 (dd, J=7. 6, 1. 2Hz, 1H) , 5. 96 (brt, J=7. 2Hz, 1H) , 3. 81 (s, 3H) , 3. 66 (s, 
3H), 2.71(t, J=6.4Hz, 2H), 2.48-2. 18 (m, 6H), 1. 89-1. 71 (tn, 4H) 0 

5- (5-t Knt7^uy-l-^;i.) ^<>?> 

20 & 
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#%m 8 xmm bfe-fb^te (6. 83 g ) *s * t*tr v • mm& c 3 9 g ) 

TLC : Rf 0. 12 (^^^ : @^zc5v^=2 : l)„ 
1 0 

5— (5 — t Ko^- 3 , 4-i^tKnt7^l^y-l-^) ^<-y#ls 

10 gfc • /■J'A'^T'TA' 



- 3 0°CT\ * $ J ' — As (25ml) \ZMA\LJ-^^^ (1. 9m 1 ) 3r2JPx.> 
15 ^ (1 Om 1 ) »iKSrJDx. % MUX 3 0^1Jt#bfc o KJS3g<a^3r* 

: i) -eflntu Twm®m.*m-irz>wmik&w (4.9i g ) £r#fc„ 

20 TLC : Rf 0. 48(^3^ V : @^^^^^=2 : 1) ; 

NMR(CDC1 3 ) : 5 7.08(t, J=7. 8Hz, 1H), 6.86(brd, J=7. 8Hz, 1H), 6.68(dd, 
J=7.8, 1.0Hz, 1H), 5.85(t, J=4. 4Hz, 1H), 4.96(brs, 1H), 3.66(s, 3H), 
2. 70 (t, J=8.0Hz, 2H), 2.49-2. 17 (m, 6H), 1.89-1. 45 (m, 4H)„ 




73 



WO 02/051820 



PCT/JP01/11255 



N' — ((1 E) -5-fc Kot7^l/y-l (2H) 

— (Vy*^ -2, 4, 6 - b!J yy^yfy^/i/jhy t K7i> K 



5 




2, 4, 6 — m; /fyyalf/Kyf y^^^/Ut K9S*K (36. 8 g) 
*3<fct^5-t: KndrV— 1, 2, 3, 4-f h7t KPt7^Vy- 1-t 
^ (20. Og) <D*#y— JV (2 50ml) (4.3ml) &^UX* 

10 ^px. N 4 o°c-c2^Kjt#bfc 0 sism^^Tk^Ts i^mtm^tio m 
tmmw:%^-fz>mmit&!%) (49. 2 g ) &#fc 0 

TLC : Rf 0. 28(^3r1?- V : f^oc 5=7^=3 : 1) ; 

NMR(CDC1 3 ) : 5 7.57(br, 1H), 7.56(d, J=8. 1Hz, 1H), 7. 16 (s, 2H), 6.99(t, 
15 J=8. 1Hz, 1H), 6.71(d, J=8. 1Hz, 1H), 4.37 - 4. 24 (m, 2H), 2.88(m, 1H), 
2.69(t, J=6.0Hz, 2H), 2. 43 (t, J=6. 6Hz, 2H), 1. 96 - 1. 85 (m, 2H), 1. 30 (d, 
J=6.9Hz, 12H), 1. 23 (d, J=6. 9Hz, 6H) G 

1 2 

20 5-tKn^rty-3, 4-v>t Fnt7^Wy-i-/f;^^y-/V 
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#%#U 1 T«t bfcfc-£^ (49. 2 g) CQMtK'T h7t Ka77V (5 1 
0 ml) - 7 8 0 Cl?n-^/HJ^!7A (221ml, 1. 56M in 

hexane) «TU -7 8^3 0^|#Lt o 0*C 
5 0fe3 0^|ffl^lfc. Tk^T, g^I^}C/-?7*^A7/V 

7*fc K (11. 7 g) SrAn*.. fflKTMlfcl l^^#Uc„ tK^T. S 

DAT«t, mmvfro M^y*W7^n-7i«^77>f- 

10 :mm^/^=3 : : 1) TflU TfBWlM&^-StlJS 

flS^lfc (15. 7 g) £#fc 0 

TLC : Rf 0. 28(^=¥f-V : g^aL^yU=2 : 1) ; 

NMR(CDC1 3 ) : 8 9. 17(brs, 1H), 6.94(t, J=8. 1Hz, 1H), 6. 74 (d, J=8. 1Hz, 
1H), 6.68(dd, J=8. 1, 1. 2Hz, 1H), 6.01(t, J=4. 8Hz, 1H), 4.50(brs, 1H), 
15 4.25(d, J=l. 2Hz, 2H), 2. 60 (t, J=7. 8Hz, 2H), 2. 22 - 2. 09 (m, 2H)„ 

m^m 1 3 



20 




1 2 T^it \^*Lik<&m (15. 7 g ) (D^tKt- f7kFP77V (13 

5mi) mmzTkiftT. Tkmit-r h y j» (3.75 gN 63.1%) ^*o^ N mm 

"C*3 0 #fHHj£# Lfc„ RJESSB-B^fc:* n n ^vl^— tVP (7. 41m 1 ) 
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5 i) -c«f«u TmMmm&ft-rzmmik&vt) us.ig) 

TLC : Rf 0. 38(^ri^ : ^^^/l/=2 : 1) ; 

NMR(CDC1 3 ) : 6 7. 16 (t, J=7. 8Hz, 1H), 7. 05 (d, J=7. 8Hz, 1H), 7.00(d, 
J=7.8Hz, 1H), 6. 14 (t, J=4. 5Hz, 1H), 5. 20 (s, 2H), 4.51(brs, 2H), 3.49(s, 
3H), 2.82(t, j=8. 1Hz, 2H), 2. 30 (td, j=8. 1, 4. 5Hz, 2H), 1. 46(brs, 1H) 0 

10 

m^m 1 4 




15 

(7.53g) *5j:t^ MJ ^^^^/^^^^ ^ 
(9.59g) ©Ift^fWy (1 10ml) ^iC7k^T> EH^If (12.1 
g) ^*0^, 7k7&T> 4 0^»Lfc o S^^^r^bfCo Ssffi^ 
^/u-n— y^/u^X-a^^^^m^^m (5:1) <lriOx:T h !J f^—su 
20 /^^^^^^^-r R&B&*L7c: 0 #G>tLfcaJ»M#)^^y # <7Vto& ^ A ^ 
a-ehi/^^-f— (^fy :^xf^=2 0 : 1-^10 : 1) T*»lU 
TI3^14#:^Wi-S#M^^ (6.32g) £r#fc 0 
TLC : Rf 0. 76(^3r'?>' : ^^^^7^=2 : 1) ; 

NMR(CDC1 3 ) : 5 7.20(t, J=8. 1Hz, 1H), 7. 12 (d, J=8. 1Hz, 1H), 7.03(d, 
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J=8. 1Hz, 1H), 6. 30 (t, J=4. 8Hz, 1H), 5. 20 (s, 2H), 4. 36 (s, 2H), 3.49(s, 
3H) , 2. 83 (t, J=8. 7Hz, 2H), 2. 31 (td, J=8. 7, 4. 8Hz, 2H) Q 

5 

5 2, 2—5^*^71'- 3 - (5 b^v^ h^v— 3, 4 Kof7 ^ 




10 2-^f-/^n^yt. ^f;i/x^r^ (5.11ml) ©llTKrhyt Kn 
77^ (3 0ml) mmZ7k?$T, Df!)A^y7'PW?K (22.3m 

i) ^tu 3 o°c-t?3 o$rmm.w^tc 0 Rfcrn-a-m^fttT, ###u 

4T^itbfcfb^ (6.32g) Oi*f b7t Kd77^ (2 0ml) 

^f- (^^-t^ :mm^^=8 : 1^6 : 1) TltiSiU Tietitt^^r 
-T^^M-fb^ (7.02g) $r#fe„ 

TLC : Rf 0. 55(^^r-^^ : g£^c^vl^=5 : l) ; 
20 NMR(CDC1 3 ) : 8 7. 10 (t, J=8. 1Hz, 1H), 6. 97 (d, J=8. 1Hz, 1H), 6.94(d, 
J=8. 1Hz, 1H), 5.85(t, J=4. 5Hz, 1H), 3. 49 (s, 3H), 3.47(s, 3H), 2. 74 (t, 
J=7. 8Hz, 2H), 2. 72 (s, 2H), 2. 17 (td, J=7. 8, 4. 5Hz, 2H), 1. 15 (s, 6H) C 

^3£M 1 6 
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10 



15 



2, 2-v^5vi— 3- (5-t Kn^>-3, 4-i?t Knt7^ 



5 T^it Ufc<ffc^ (6.78g) <D*$ J— ;V (110ml) 

k 4 Nmtikm- ^**-f->-mm (8. 4m 1 ) mux- 1 5 &?mwtw l 
«ieu Tum&m*m-tz>wmiki$-m (5.78 g ) *m^ 0 

TLC : Rf 0.30(^=3f-^^ : f^^^-A-=5 : l) ; 

NMR(CDC1 3 ) : 8 7.03(t, J=8. 1Hz, 1H), 6.89(d, J= 8. 1Hz, 1H), 6.65(dd, 
J=1.2, 8.1Hz, 1H), 5.85(t, J=4. 5Hz, 1H), 4. 71 (s, 1H), 3.46 (s, 3H), 2. 71 (d, 
J=1.2Hz, 2H), 2.67(t, J=8. 1Hz, 2H), 2.20(td, J=8. 1, 4. 5Hz, 2H), 1.56(s, 
6H) 0 

1 7 

l-;/^oynfc:'!JfV-5-^ 2, 3, 4-ff7tKnt 

7^ 
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(19. 8g) OMTK^h^t Kn77V (200ml) W^P^At-T' 
(9.58g) ^B^L N tStl. 5^im#b^ 0 S/S^^l^5- 
p< h^^-l-^h^n^ (5.0g) SrJflx.. 5 B#FfS!Jf# bfc 0 

/v=10:l) TitSgU TlB^IM^i"^®^^ (5.66g) 
TLC : Rf 0. 86(^3^ ^ : iHt^^/l^lO : 1) ; 

NMR(CDC1 3 ) : 6 7. 56 (d, J=7. 8Hz, 1H), 7. 13 (t, J=7. 8Hz, 1H), 6. 70 (d, 
10 J=7. SHz, 1H), 3.83(s, 3H), 2. 76 (t, J=6. 4Hz, 2H), 2. 66-2. 56 (m, 2H), 
1.94-1. SO (ra, 2H), 1.51-1. 40 (m, 2H), 1. 12-1. 02 (m, 2H) C 

1 8 

1- (3 -^u^E-^a -5-p*h=¥v^-3, 4-v?t Knf7^I/y 

15 




1 7 Isfclt-a-M (5. 00 g ) <DWm (60ml) WRX- 4 7 % 

^ft*S(f7kM'(2 0ml) SrJP^.. Sia^ 2 «flS^ Ufc. Rf£»£4fc*: 

mmit^-m (7.o5 g ) ?r#fc 0 

TLC : Rf 0.69(^aM7-V : fESUc.^vl^lO : l) ; 
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NMR(CDC1 3 ) : 5 7. 16 (t, J=7. 8Hz, 1H), 6.90(d, J=7. 8Hz, 1H), 6.79(d, 
J=7.8Hz, 1H), 5.92(t, J=4. 6Hz, 1H), 3.83(s, 3H), 3.44(t, J=6. 6Hz, 2H), 
2. 74 (t, J=7. 6Hz, 2H) , 2. 65-2. 55 (m, 2H) , 2. 28-2. 15 (m, 2H) , 2. 13-1. 98 (m, 
2H) 0 

5 

m^m 1 9 

2, 2-^^—5- (5 hdri/- 3, 4-i?t Fnt7?wy-1 



10 




7k^^ 2-^^/^n^>-^. ^j-jvac^=r;v (3.30g) (Dl&fcT h 7 
fc Ko 77^ (15ml) ^^y^^A^y^nfcVl-T^ K (16. 5m 1 N 
2.0M) Mix.. 3 0°CT*3 0^P H m#bfc o SS^-C^^ SJtSJS^*^ 
15 #%Ml8-e^i|tfc^|b (3.00g) (DiiTK^h^t Kn77V (5ml) 

!7>f — Wy:»xf;i,= ioo : 1^20 : l) T*»gl, TIB* 
20 tt«S:W-t-Sfi«Siw«SBBft;^«» (3.68g) 3r#fc 0 #&jft,fcfc^»fililJli- 

TLC : Rf 0. 84(^=¥i?-^ : g^^A-=2 : 1) 0 
2 0 
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2, 5- (5 — fc KndfS"— 3, Knf7^1/y- 




5 i 9 -eSBt Lfcik&m (3. 68 g ) £> £ x>* t° y • tutt (n g ) 

10 TLC : Rf 0. 30(^^f"V : @£^n^vU=2 : 1) 0 
2 1 

2, 2-^f;l/-5- (5-tKo^-3, 4-^tKnt7^Vy- 




^ * y —/Is (11ml) Kmt^^/l^ (0. 86m 1 ) SriO^, - 2 0°C 

t-15 ftmWtW bfco 2 o x-Wm \stz.ik-&m<o* ? ; -;v 

20 (5ml) mm&MZ., tST1^1i#Lfc 0 &&&&&&&& \^1t. B 
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Tttfo&m&fri-zwmfc&vo (2.o2 g ) 

. TLC : Rf 0.66(^^1^ : @£^il^W=2 : l) ; 
NMR(CDC1 3 ) : 8 7.05(t, J=8. OHz, 1H), 6.84(d, J=8. OHz, 1H), 6.68(dd, 
5 J=8.0, 1.0Hz, 1H), 5.84(t, J=4. 8Hz, 1H), 5.01(brs, 1H), 3.60(s, 3H), 
2. 70 (t, J=8.0Hz, 2H), 2. 44-2. 32 (ra, 2H), 2. 30-2. 17 (m, 2H), 1.75-1. 34 (m, 
4H), L15(s, 6H) Q 

10 2 3 - (5— ^ b*ris* b*->- 3, 4-v>tKnt7 




T/v^ ^^^#ffl^iT N 2 *^^^d"#^BH» (0. 30m 1 ) <D*r h7t 

15 Kn 77 ^ ( 7 m 1 ) !I f ^ y 7*o 5 K (2. 4m 1 ) 

7 8tTlTU O'C-Cl O^WJK#bfc„ JbfB-C#6>^fc^«r##«l 

4"Ci8jtLfcft:^*«b (6 0 Omg) ®7h7t KP77y (3ml) 

- 7 8 0 CT^n^> ^fiT? 1 2 R#P B 1M# bfc 0 KJfcfi^ft&fi&ffclWbTi'*- 

1) T'igl, TEfettt^ttStlSf^tl (9 9mg) tr#fc 0 
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TLC : Rf 0. 33(^3^>- : @£^n.^/^=4 : 1) 0 
i#M2 3 

2 — ^^if/ls^-^i/— 3 - (5 — t Ko^ri/— 3 , 4—V'\i\?x2~}-y#\/l/ 
5 —1—471') /n/^y^- ^f^x^f^ 




#%M 2 2 -e^jg Vfcit&W) (9 9mg) O;**/-^ (4ml) 

4Nmt7km-^^-^>mm (o.imi) zmtl, mm^i 5^mmw\^tz. 0 

TLC : Rf 0. 48(^=3f-f-^ : @f^c5vk=2 : l) 0 

m^m 2 4 

15 3 2- (4-^f/^y^;v7 5/ ) ^o^yi 



O 




L-T^^7^^gfe- jS-^^/^^-r/^'^^i^ (1 8 4 g) SttK (1.3 
L) m»#U ^@£7kSr?-hy *A (2 7 7 g ) *1i\\x_ti^ rFnKp 
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77^ (450ml) *5j;t;4-^f/^y^;^P7'fK (146ml) 
(DT F7kKn7yy (50ml) mWi&ffiT U 1 5 B#p H 1^g.Tit# i,tc 0 

fcfcm&^mk^j^mfr Lfco tkjb 2 nie^t* P h 2 ~ 3 k^w^ 
5 ^ym.mk. migu Tie^te^^ri-^a^^M^^i (2 5 5 g ) & 

TLC : Rf 0. 28(^n nzftyUA : jU=5 : 1) ; 

NMR(CDC1 3 ) : 5 7. 71 (d, J=8. 1Hz, 2H), 7.34(d, J=7. 8Hz, 1H), 7.24(d, 
J=8. 1Hz, 2H), 5.08(ddd, J=7. 5, 4.5, 4. 5Hz, 1H), 3.73(s, 3H), 3. 18(dd, 
10 J=17. 1, 4.5Hz, 1H), 3.00(dd, J=17. 1, 4. 5Hz, 1H), 2.40(s, 3H) D 

2 5 

3 — T±^sU—3 - (4- tJ-zV^^yf^ ;VT 5. S) 7 'n ✓-SVgfe • ^ ^ aoc 



O 



15 




2 4 bfcfk^ (2 5 5 g) CDfc'Uv^ (4 8 0ml) 
i-. 4&tK@^ (4 5 3ml) &£Z$4-i?*?-sl'T ^ J fc°JJ (3. 52 g ) 

febD*., 9 0°C-ei^m#bfc o M£-C#tifr& % SJ^^^^«^Ufc 0 

TLC : Rf 0. 23 (^^V : ^^^-=2 : 1) 0 
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10 



15 



###U 2 6 



##M2 5T«tLfc^$^M7kg£it (4 5 0ml) WSSS^ mm (8 
6ml) *JDX.. 9 0°CTnR#Kjf#Ufc o £JS$g£-«&& 

flB*tt«*5r*-««)Hfl2** (1 8 3 g) £r#fc„ 
TLC : Rf 0.61(^=3rf-^ : ^^^;V=2 : 1) ; 

NMR(CDC1 3 ) : 5 7.87(d, J=8. 1Hz, 2H), 7.23(d, J=8. 1Hz, 2H), 3. 73 (s, 3H), 
3.57(s, 2H), 2. 38 (s, 3H), 2.35(s, 3H)„ 

2 7 

2- (2- (4— ^^vl^cc — AO - 5 — ^^/^^r-^y— A*— 4— >f/l«0 



7K*^y *f-t?j>>T?v%=.*7^ (18.6g) &7k<£T> i*rh7t Kn77 
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>-2 5 Om 1 ) fcl«BH»U ##01 2 6 T?«5t Lfc-ffc-fr* (1 2 0 g) ©MtK 
Tf7t Kn77y (2 5 Oml) M^ITU tR^T 3 O^BBltj*Ufc„ 

5 -BfejSHt Lfc„ »fe*tfe|§**^^Vfe ±t^B»^^<0»^«RlSE (10: 
l) TifejfrU TIE4fetell[Sr^i-SSSS^^' (80. Og) &#fc 0 
TLC Rf 0. 18 (^rl^ : ffE8^=-7vt'=2 : 1) ; 

NMR(CDC1 3 ) : 8 7.86(m, 2H), 7.23(m, 2H), 3.92(br, 2H), 2. 71 (t, J=6. OHz, 
2H), 2. 39 (s, 3H), 2. 32 (s, 3H) C 

10 

iii i 

3- (5- (2— (2- (4-^^^^cn^/^) - 5 ^jVJr^^V— JV 
xh^) -3, 4-i?tKot7^1/y-l — f/^) ^n/-? 




#%^i2T^5tUfcib^ (6 0 0mg) Otf^fuy (15ml) *g 
^##M2 7^atbfcYb^ (6 17mg), hy7xn;^7^y 
(1.02g) *5<fcTJ*l, 1* - ^bf-<y^>- (9 7 8m 

20 g) SrJp^.. ^ST^BtPflMf^LfCo KJ&Sft'S'JftS: v^5Vt^— -7Vi^«i 

fv^hf*??^— (— ^"^^ : g|:g£n^-/U= 9 : l-*7 : l->5 : 1-+7 : 
2) -Cft^U TTEWtt«t«r*i-a*38Wft'd* (LOOg) £#fc 0 
TLC : Rf 0.59(^3r1J-:x : ffim^J^=2 : 1) ; 
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NMR(CDC1 3 ) : 6 7.86(d, J=8. 1Hz, 2H), 7.23(d, J=8. 1Hz, 2H), 7. 13 (dd, 
J=8.0, 8.0Hz, 1H), 6.94-6. 74 (m, 2H), 5.87(dd, J=4. 6, 4. 6Hz, 1H), 4. 25 (t, 
J=6.6Hz, 2H), 3.67(s, 3H), 2.99(t, J=6. 6Hz, 2H), 2. 85-2. 63 (m, 4H), 
2.60-2. 45 (m, 2H), 2. 39 (s, 3H), 2. 36 (s, 3H), 2. 30-2. 10 (m, 2H) 0 

5 

mmmi oj -mmmi (4 6) 
###n 2 x^it b tz.\\^m % tz. i-$^(D{xt> v Km m -r z> 7 * j ~jumm& 

(5-t KDt7^l/y-l-^;l/) • ac.^-/u 

10 ■Tvi') „ jo «t t>*##^j 2 7 T-$git b tLit&m * 7c <^^t? <9 Km m -t 5 
mmmi en 

15 3- (5- (2- (2-7^ 5-7^ "f-^^V—JV- A~4fV) zr. 

b*rl/) -3, 4-v^t: Knt7^ 1 —f/l') ^n/-?;/®? • ^ 5vi^c 

20 TLC : Rf 0. 59 (-^^"^^ : f^^^^U-=2 : l) ; 

NMR(CDC1 3 ) : 5 8. 02-7. 94 (m, 2H), 7. 47-7. 37 (m, 3H), 7. 13 (t, J=8. 0Hz, 
1H), 6. 89 (d, J=8.0Hz, 1H), 6.80(d, J=8. 0Hz, 1H), 5. 87(brt, J=4. 5Hz, 1H), 
4. 25 (t, J=6.6Hz, 2H), 3.67(s, 3H), 2. 99 (t, J=6. 6Hz, 2H), 2. 82-2. 65 (m, 
4H), 2. 58-2. 47 (m, 2H), 2. 37 (s, 3H), 2.27-2. 11 (m, 2H) 0 
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mmmi (2) 

3- (5- (2- (2- (6-i?*^/ur^y t°y^^-3— am -5- 

ff-jvlr^y-V— -3, 4-v*tKnt7^vy 
5 — 1— 4 sis) -7us<^m - ^ s f-}V^y,=r)V 




TLC : Rf 0. IGi^-^c-V-^ : ^^^^1^=2 : l) ; 

NMR(CDC1 3 ) : 8 8. 74 (dd, J=2. 4, 0. 8Hz, 1H), 7.99(dd, J=9. 0, 2. 4Hz, 1H), 
10 7. 13 (d, J=8.0Hz, 1H), 6.88(d, J=8. OHz, 1H), 6. 81 (d, J=8. OHz, 1H), 6.52(dd, 
J=9. 0, 0. 8Hz, 1H), 5. 87(brt, J=4. 6Hz, 1H) , 4.24(t, J=6. 8Hz, 2H), 3.67(s, 
3H), 3. 14 (s, 6H), 2. 96 (t, J=6. 8Hz, 2H), 2. 82-2. 65 (m, 4H), 2. 57-2. 47 (m, 
2H), 2. 34 (s, 3H), 2. 27-2. 11 (m, 2H) Q 

15 mmmi (3) 

3- (5- (2- (2- (1, 3-i?3-*cD-4^-y>--5-- i IV) - 5 ~ ^ 
f-Zlstf-^cD-y— >V— 4— i /V) azh^ciS) —3, 4 — Fnt7^ UZ/— 




20 

TLC : Rf 0.49(^=^1^^ : @^^^A-=2 : 1) ; 

NMR (CDG1 3 ) : 5 7.5l(dd, J=8. 2, 1. 6Hz, 1H), 7.43(d, J=l. 6Hz, 1H), 
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7. 13 (dd, J=8.0, 8.0Hz, 1H), 6. 94-6. 76 (m, 3H), 6. 01 (s, 2H), 5.87(dd, J=4. 5, 
4.5Hz, 1H), 4. 24 (t, J=6. 6Hz, 2H), 3. 67 (s, 3H), 2. 96 (t, J=6. 6Hz, 2H), 
2. 84-2. 62 (m, 4H), 2. 60-2. 45 (m, 2H), 2.34(s, 3H), 2. 26-2. 10 (m, 2H) Q 

5 jjjl (4) 

3- (5- (2- (2- ( 4 — t - ~?=f->V~7 ^-7V) - 5 - /.f-^^y-y 
—jV—A—^/V) aihdrV) —3, 4 — S?fc Knt7^ WV- 1 ->f/V0 ~f 

H 3 C X == / O^CH 3 

10 

TLC : Rf 0.6l(^3r-^;y : g»3^t'=2 : l) ; 

NMR(CDC1. 3 ) : 5 7. 89 (d, J=8. 6Hz, 2H), 7.44(d, J=8. 6Hz, 2H), 7. 12 (dd, 
J=8.2, 8.0Hz, 1H), 6. 88 (d, J=8. 0Hz, 1H), 6. 80 (d, J=8. 0Hz, 1H), 5.87(t, 
J=6.6Hz, 1H), 4. 24 (t, J=6. 6Hz, 2H), 3.67(s, 3H), 2.98(t, J=6. 6Hz, 2H), 
15 2.82-2. 63 (m, 4H), 2. 58-2. 47 (m, 2H), 2. 37 (s, 3H), 2. 26-2. 10 (m, 2H), 
1.34(s, 9H) 0 

mmmi (5) 

3- (5- (2- (2- (6- — f/u) 

20 M -5-^^/^^r^—/U-4-^/U) =-h*i/) -3, 4— 5?fcKn 
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TLC : Rf 0. 75(^ n U7fr/UJ± : ^ /U=IQ : 1) ; 

NMR (CDC1 3 ) : 5 8.76(d, J=l. 8Hz, 1H), 8.04(dd, J=8. 8, 1.8Hz, 1H), 

5 7. 13 (dd, J=8. 0, 7. 8Hz, 1H), 6. 89 (d, J=7. 8Hz, 1H), 6.80(d, J=8. OHz, 1H), 

6.64(d, J=8. 8Hz, 1H), 5. 87 (m, 1H), 4.23(t, J=6. 4Hz, 2H), 3.82(m, 4H) , 

3.59(m, 4H), 2. 96 (t, J=6. 4Hz, 2H), 2. 83-2. 63 (m, 4H), 2. 57-2. 48 (m, 2H), 
2.08(ra, 2H) D 



10 mnmi (6) 

3- (5- (2- (2- (4-^W^7x-;k) -5-^^^ 
•y-V—JV—A-JM xf^i/) -3, 4-^t Knf7^1/y-l-^;i/) 




15 

TLC : Rf 0. 37(^=¥-^^ : gl^c^/1^2 : 1) ; 

NMR (CDC1 3 ) : 8 7.80(d, J=9Hz, 2H), 7. 15 (m, 1H), 6.90-6. 70 (m, 4H), 
5.90(t, J=4Hz, 1H), 4. 25 (t, J=7Hz, 2H), 3. 70 (s, 3H), 3. 00 (s, 6H), 2.95(t, 
J=7Hz, 2H), 2.80-2. 50 (m, 6H), 2. 35 (s, 3H), 2. 20 (m, 2H) 0 

20 

mmmi (7) 

3- (5- (2- (2 — f y^ P i3tf/l/-5-^^ L /^'¥-^y— 71^-4— f/lO 

90 
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^h^rv-) —3, 4-^tKot7^I/y-l-/f;l') /n^'yi • xf-/i/ 




5 TLC : Rf 0.57(^#1^ : g^gt^^Vl'=2 : 1) ; 

NMR(CDC1 3 ) : 8 7. 15 (dd, J=7. 5, 7. 5Hz, 1H), 6. 90 (d, J=7. 5Hz, 1H), 
6. 80 (d, J=7. 5Hz, 1H), 5. 90 (t, J=4Hz, 1H), 4.20-4. 10 (m, 4H), 3.00(m, 1H), 
2. 90 (t, J=6Hz, 2H), 2. 75 (m, 2H), 2. 65 (t, J=8. 5Hz, 2H), 2. 55 (t, J=8. 5Hz, 
2H), 2. 20 (s, 3H), 2. 20 (m, 2H), 1.35-1. 20 (m, 9H)„ 

10 

rnmmi (8) 

3- (5- (2- (2— (4- MJ ^yU^-n^^^^cc^/k) —5-^^/1^ 
^■^r^-y—/U-4-4^) ^h*^) -3, Knt7^wy-1- 
4 )V) -fxi/^W. • ji^/^^-r/U 



15 




TLC : Rf 0.73(^=3rf"^ : gf^^^Vl'=2 : 1) ; 

NMR(CDC1 3 ) : 5 8. 10 (d, J=8Hz, 2H), 7.70(d, J=8Hz, 2H), 7. 15 (dd, J=8, 
8Hz, 1H), 6. 95-6. 80 (m, 2H), 5.85(m, 1H), 4.25(t, J=6Hz, 2H), 4. 15 (q, 
20 J=7Hz, 2H), 3.00(t, J=6Hz, 2H), 2. 80-2. 65 (m, 4H) , 2. 50 (m, 2H), 2.40(s, 
3H), 2.20(m,2H), 1. 25 (t, J=7Hz, 3H) 0 
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3- (5- (2- (2- (4- b V 7>^to^^/^^7x^I/) -5- 
^ ^-7L-^-^r if /l^-4 ^ h=3rv-) —3, 4 - v>t: Kcz-^y^ 

5 




TLC : Rf 0. 74(-^f-;x : f£8£^^v^==2 : 1) ; 

NMR(CDC1 3 ) : 8 8.00(d, J=9Hz, 2H), 7.25(d, J=9Hz, 2H), 7. 15 (dd, J=8, 
10 8Hz, 1H), 6.90(d, J=8Hz, 1H), 6.80(d, J=8Hz, 1H), 5.85(m, 1H), 4.25(t, 
J=6Hz, 2H), 4. 15 (q, J=7Hz, 2H), 3.00(t, J=6Hz, 2H), 2. 80-2. 60 (m, 4H), 
2.50(m, 2H), 2.40(s, 3H), 2.20(m,2H), 1.25(t, J=7Hz, 3H) C 

mmm 1 do) 

15 3— (5— (2— (2— (4 -^^/Uy^=^/U) - 5 ^/Vtt^-y— >V 
^h^v-) —3, 4— S?fc Knt7^ uy- l r^nX 




20 TLC : Rf 0. 58(^rlJ-^ : REk* ^71^=2 : 1) ; 

NMR(CDC1 3 ) : 8 7.85(d, J=8Hz, 2H), 7.25(d, J=8Hz, 2H), 7. 15 (dd, J=8, 
8Hz, 1H), 6.90(d, J=8Hz, 1H), 6.80(d, J=8Hz, 1H), 5.85(m, 1H), 4.25(t, 
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J=7Hz, 2H), 4. 15 (q, J=10Hz, 2H), 3.00(t, J=7Hz, 2H), 2. 80-2. 65 (m, 4H), 
2. 50 (m, 2H), 2. 40 (s, 3H), 2. 20 (m, 2H), 1. 25 (t, J=10Hz, 3H) 0 

Igi 1 (11) 

5 3- (5- (2- (2- (4-^071=^) - 5 - ^ *f- iVOr*^/ ~ }V 
-4 — (M achdr-jy) —3, Knt7^l/y-l-^/U) /o/"? 




10 TLC : Rf 0. 64(^=¥i,'-^ : @^cc5vu-=2 : 1) ; 

NMR(CDClg) : 5 7.95(d, J=8Hz, 2H), 7. 40 (d, J=8Hz, 2H), 7. 15 (dd, J=8, 
8Hz, 1H), 6.90(d, J=8Hz, 1H), 6.80(d, J=8Hz, 1H), 5. 85 (t, J=4Hz, 1H), 
4.20(t, J=6Hz, 2H), 4. 15 (q, J=7Hz, 2H), 3.00(t, J=6Hz, 2H), 2. 80-2. 65 (m, 
4H), 2. 50 (m, 2H), 2.40(s, 3H), 2. 20 (m, 2H) , 1.25(t, J=7Hz, 3H) 0 

15 

^WSAl (1 2) 

3- (5- (2- (2- - 5 -^/t^^f-y 

— ;V-A — fAO ^b*r-» —3, Kat7^1/y-l — f /U) ~7 



20 




TLC : Rf 0. 50(^3r1*-^ : @^^^vV-=2 : l) ; 
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NMR(CDC1 3 ) : 8 7.85(d, J=8Hz, 2H), 7. 30 (d, J=8Hz, 2H), 7. 15 (dd, J=8, 
8Hz, 1H), 6.90(d, J=8Hz, 1H), 6. 80 (d, J=8Hz, 1H), 5.85(t, J=4Hz, 1H) , 
4. 25 (t, J=7Hz, 2H), 4. 15 (q, J=7Hz, 2H), 3.00(t, J=7Hz, 2H), 2.80-2. 65 (m, 
4H), 2. 50 (s, 3H), 2. 50 (m, 2H), 2. 35 (s, 3H), 2. 10 (m, 2H), 1. 25 (t, J=7Hz, 
5 3H) 0 

HjifcM 1 (13) 

3- (5- (2- (2- (4-^y/atVl^7i=/l') - 5 - ?vloMMJ- 
— As — 4 — As) ^h^rv-) -3, 4 - v>fc Knf7^ 1 --f /V) 

Hsc KKr° 

H 3 C X = / O^CH 3 

TLC : Rf 0. 65(-^1*-V : i^^^vl^=2 : 1) ; 

NMR(CDC1 3 ) : 5 7.90(d, J=8Hz, 2H), 7.25(d, J=8Hz, 2H), 7. 15 (dd, J=8, 
15 8Hz, 1H), 6.90(d, J=8Hz, 1H), 6.80(d, J=8Hz, 1H), 5.85(t, J=4Hz, 1H), 
4. 25 (t, J=6Hz, 2H), 4. 15 (q, J=7Hz, 2H), 3. 00-2. 90 (m, 3H), 2.80-2. 65 (ra, 
4H), 2. 50 (ra, 2H), 2. 35 (s, 3H), 2. 20 (m, 2H), 1.20(d, J=8Hz, 6H), 1. 20(t, 
J=7Hz, 3H) C 

20 mmm 1 (14) 

3- (5— (2- (2- ^7x=;U) - 5 f-Aslr^W*- 

z^h^-iy) -3, 4 — i^fc Kot7^ V- 1 — 4 jV) 7o 
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TLC : Rf 0. 65(^-=¥ir^ : ffi&^?-jV=2 : l) ; 

NMR(CDC1 3 ) : 5 7. 80 (d, J=8Hz, 2H), 7. 25 (d, J=8Hz, 2H), 7. 10 (m, 1H), 
5 6.90(m, 1H), 6.75(m, 1H), 5.85(m, 1H), 4.25(t, J=6Hz, 2H), 4. 15 (q, J=7Hz, 
2H), 3. 00 (t, J=6Hz, 2H), 2. 80-2. 60 (m, 8H), 2. 55 (m, 2H), 2. 35 (s, 3H), 
2. 20(ra, 2H), 1.25(t, J=7Hz, 3H), 0. 95 (t, J=8Hz, 3H) C 

mm\ i (is) 

10 3— (5— (2- (2— (2, 2-^7/P^-P— 1, 3-v J ^-^rih-1 > >'^V 
-5--f/l/) - 5 - ^^-JV^r^r^/^ ;V— 4 --f 71^) 3^hdrvO -3, 4 — 




15 

TLC : Rf 0. 61 (^-^-^^ : g^cc5=vV'=2 : l) ; 

NMR(CDC1 3 ) : 5 7. 75 (m, 1H), 7.70(m, 1H), 7. 15-7. 05 (in, 2H), 6. 90 (d, 
J=8Hz, 1H), 6.80(d, J=8Hz, 1H), 5. 85 (t, J=4Hz, 1H), 4. 25 (t, J=7Hz, 2H), 
4. 15 (q, J=7Hz, 2H), 3. 00 (t, J=7Hz, 2H), 2.80-2. 65 (m, 4H), 2.55(m, 2H), 
20 2. 35 (s, 3H), 2. 20(ra,2H), 1. 25 (t, J=7Hz, 3H) C 
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mnm 1 ( 1 e ) 

3 - ( 5 - ( 2 - ( 2 - (6 --J^jVT 5: / fc° U 3 — f /l^) - 5 - 

p< ^vloj-dp-lfV— /W— 4 — -T/W) rcfdri/) -3, 4 — £?t Ka*f7^ 

5 




TLC : Rf 0. 32(^^-^>- : g^^^yP=2 : 1) ; 

NMR(CDC1 3 ) : 5 8.71(d, J=2. 4Hz, 1H), 7.94(dd, J=9. 0, 2. 4Hz, 1H), 
10 7. 13 (dd, J=7.8, 7.8Hz, 1H), 6.89(d, J=7. 8Hz, 1H), 6.80(d, J=7. 8Hz, 1H), 
6. 47 (d, J=9.0Hz, 1H), 5. 87 (t, J=4. 5Hz, 1H), 4.23(t, J=6. 6Hz, 2H), 4. 13 (q, 
J=7.2Hz, 2H), 3.55(q, J=7. 2Hz, 4H), 2.96(t, J=6. 6Hz, 2H), 2. 82-2. 62 (m, 
4H), 2. 58-2. 44 (m, 2H), 2. 33 (s, 3H), 2.26-2. 10 (m, 2H), 1.34-1. 12 (m, 9H)„ 

15 jjii (1 7) 

3- (5- (2- (2- (fc^y 1 f/U) 

-4-^/1^) ^hdrv) -3, 4-v?tFPt7^Wy-l-^) 



20 




TLC : Rf 0.63(^^r"^V : ^m.=^^7V=2 : 1) ; 
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10 



15 



NMR(CDC1 3 ) : 8 7. 12 (t, J=7. 8Hz, 1H), 6.88(d, J=7. 8Hz, 1H), 6.79(d, 
J=7.8Hz, 1H), 5.87(t, J=4. 8Hz, 1H), 4. 21 (t, J=6. 9Hz, 2H), 4. 13 (q, J=7. 2Hz, 
2H), 3. 36 (t, J=4. 8Hz, 4H), 2.95(t, J=6. 9Hz, 2H), 2.76(t, J=7. 2Hz, 2H), 
2.70(t, J=8. 7Hz, 2H), 2. 51 (t, J=8. 7Hz, 2H), 2.25(s, 3Ji), 2. 23 - 2. 14 (m, 
2H), 1.70 - 1. 53 (m, 6H), 1.25(t, J=7. 2Hz, 3H) D 

mmm i (is) 



3- (5- (2- (2- (4-^f/Hf^7^- 1 — > <M 

— A*— 4 — x h^i/) -3, 4— i^t: Knt7^ l/y- 1 ->f 



TLC : Rf 0. 47(^ n a Tfr/UJ* : * $ J — /U=9 : l) ; 

NMR(CDC1 3 ) : 8 7. 13 (t, J=7. 8Hz, 1H), 6.88(d, J=7. 8Hz, 1H), 6.79(d, 
J=7. 8Hz, 1H), 5. 87 (t, J=4. 5Hz, 1H), 4. 21 (t, J=6. 9Hz, 2H), 4. 13 (q, J=7. 2Hz, 
2H), 3.41(t, J=5. 1Hz, 4H), 2.96(t, J=6. 9Hz, 2H), 2.76(t, J=8. 1Hz, 2H) , 
2.69(t, J=8. 4Hz, 2H), 2. 55 - 2.45 (m, 6H), 2. 33 (s, 3H), 2. 26 (s, 3H), 2.23 
-2. 13 (m, 2H), 1.25(t, J=7. 2Hz, 3H) C 

mmmi a 9) 

3- (5— (2- (2— (t/l'TfrV ^— 4— of/Is) 

ai|>d{-» -3, 4-v ! tFot7^Vy-l TAO ^n-r? 
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TLC : Rf 0. 36(^=3r^>- : $^jt^f-/U=2 : l) ; 

NMR(CDC1 3 ) : 5 7. 13 (t, J=8. 1Hz, 1H), 6.89(d, J=8. 1Hz, 1H), 6.79(d, 
5 J=8. 1Hz, 1H), 5. 87 (t, J=4. 8Hz, 1H), 4. 21 (t, J=6: 6Hz, 2H), 4. 13 (q, J=7. 2Hz, 
2H), 3.79(t, J=4.8Hz, 4H), 3. 37 (t, J=4. 8Hz, 4H), 2.96(t, J=6. 6Hz, 2H) , 
2. 76(t, J=7.8Hz, 2H), 2.69(t, J=7. 8Hz, 2H), 2.51(t, J=7. 8Hz, 2H), 2.27(s, 
3H), 2. 24-2. 14 (m, 2H), 1. 25 (t, J=7. 2Hz, 3H) C 

10 mt&m 1 (20) 

3- (5- (2- (2- (^^/^y ^-4— 

T/u-) xh^) -3, Knt7^vy-i — f*0 7" 




15 

TLC : Rf 0. 62(^3r1^ : ©£^=-^^=2 : 1) ; 

NMR(CDC1 3 ) : 5 7. 13 (t, J=7. 8Hz, 1H), 6.89(d, J=7. 8Hz, 1H), 6.79(d, 
J=7.8Hz, 1H), 5. 87 (t, J=4. 5Hz, 1H), 4.20(t, J=6. 6Hz, 2H), 4. 13 (q, J=7. 2Hz, 
2H) , 3. 77 - 3. 70 (m, 4H) , 2. 94 (t, J=6. 6Hz, 2H) , 2. 80 - 2. 64 (m, 8H) , 2. 50 (t, 
20 J=7.8Hz, 2H), 2.25(s, 3H), 2.23-2. 13 (m, 2H), 1.25(t, J=7. 2Hz, 3H) D 



mm i (2D 
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3- (5- (2- (2- (6-^Wy^-3--{/P) -5-^/1^ 

^f-^/— /i^-4 -- T/P) ^h*c*y) -3, Kut7^uy- l -4 



5 




TLC : Rf 0. 47 n a */l/A : ^ ^ y — ^=19 : 1) ; 

NMR(CDC1 3 ) : 6 9.07(d, J=l. 8Hz, 1H), 8. 12 (dd, J=8. 1, 1.8Hz, 1H), 
7.2l(d, J=8. 1Hz, 1H), 7. 14 (t, J=7. 8Hz, 1H), 6. 89 (d, J=7. 8Hz, 1H), 6. 80 (d, 
10 J=7.8Hz, 1H), 5. 87 (t, J=4. 2Hz, 1H), 4. 25 (t, J=6. 6Hz, 2H), 4. 13 (q, J=7. 2Hz, 
2H), 2. 99 (t, J=6.6Hz, 2H), 2.75(t, J=9. OHz, 2H), 2. 69 (t, J=8. 4Hz, 2H), 
2.60(s, 3H), 2. 50 (t, J=8. 4Hz, 2H), 2. 38 (s, 3H), 2.24-2. 14 (m, 2H), 1. 24 (t, 
J=7. 2Hz, 3H) C 

15 gEffiflU 1 (22) 

3- (5- (2- (2— (1, 5 —i?* ^>\s\f^-J— As— 3 — (M — 5- 
^^7^^^^— ^-4-^/1^) aihdfi/) -3, 4 -S?fc Knt7^ 
- l — Ov) /n/^y^ • ac^vu^cx-rvu 



20 




TLC : Rf 0. 56 n cz jfc/l'A : ^ ^ J : 1) ; 
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NMR(CDC1 3 ) : 6 7. 12 (t, J=8. 1Hz, 1H), 6.88(d, J=8. 1Hz, 1H), 6.79(d, 
J=8. 1Hz, 1H), 6.5l(s, 1H), 5.85(m, 1H), 4.24(t, J=6. 6Hz, 2H), 4. 13 (q, 
J=7.2Hz, 2H), 3.85(s, 3H), 2.97(t, J=6. 6Hz, 2H), 2. 75 (t, J=7. 5Hz, 2H) , 
2.68(t, J=8.4Hz, 2H), 2. 50 (t, J=8. 4Hz, 2H), 2. 35 (s, 3H), 2.31(s, 3H), 
5 2.23 - 2. 13 (m, 2H), 1. 25 (t, J=7. 2Hz, 3H)„ 

mmmi (23) 

3- (5- (2- (2- (4-^f;UtVjJi;y-i-^ / i / ) _5_^ /L , 

fry-^- 4 — r^) ^h=¥-^) -3, 4— ■Knt7^v>- 1 — r 

TLC : Rf 0.63(^=^1^ : gf=^c^vu=2 : 1) ; 

NMR(CDC1 3 ) : 5 7. 12 (t, J=7. 8Hz, 1H), 6.88(d, J=7. 8Hz, 1H), 6.79(d, 
15 J=7.8Hz, 1H), 5. 90-5. 84 (m, 1H), 4.21(t, J=6. 9Hz, 2H), 4. 14 (q, J=7. 2Hz, 
2H), 3. 90-3. 72 (m, 2H), 2.95(t, J=6. 9Hz, 2H), 2. 94-2. 81 (m, 2H), 2.80- 
2.65(m, 4H), 2. 54-2. 47 (m, 2H), 2. 24(s, 3H), 2. 24-2. 14 (m, 2H), 1.74- 
1. 50 (m, 3H), 1.34-1. 20 (m, 2H), 1. 25 (t, J=7. 2Hz, 3H), 0.96(d, J=6. 6Hz, 
3H) 0 

20 

mmmi (24) 

3- (5- (2- (2- (5— ^^Vl'tr^S?!'- 2— CM 

^c^J—J^— ^Y^-iy) —3, 4— v>fc: Knt7^ l/^- 1 — f 

100 
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TLC : Rf 0. 28 (^3r : gjEgfea^/i^i : 1) .; 

NMR(CDC1 3 ) : 6 9. 16 (ra, 1H), 8. 51 (m, 1H), 7. 13 (dd, J=7. 8, 7.8Hz, 1H), 

5 6.90(d, J=7. 8Hz, 1H), 6. 79 (d, J=7. 8Hz, 1H), 5. 87 (dd, J=4. 5, 4. 5Hz, 1H), 

4. 28 (t, J=6. 3Hz, 2H), 4. 13 (q, J=7. 2Hz, 2H) , 3.03(t, J=6. 3Hz, 2H), 

2. 80-2. 60 (m, 7H), 2. 53-2. 46 (ro, 2H), 2.44(s, 3H), 2. 22-2. 13 (m, 2H), 
1. 24 (t, J=7. 2Hz, 3H) D 

io mmmi (25) 

3- (5- (2- (2- (1, 2, 3, 6-fb7tKPt a !Jv > y-l-^ 
-5-^WT/^-4 — <>V) zch^fix) -3, 4-S?fcKBt 
•7$ u-^— l -^/v) ^n^yi-xf/n^f/i' 



15 




TLC : Rf 0.63(^=^1^ : gt®feoi^vi^=i : l) 0 
HlgiJ 1 (26) 

20 2— (5— (2— (2— 7*=/l'- 5 — ^^/^^f-y— /U— 4— f/l") ^ 
h^rv-) -3, 4-i?t Knt7?l/y-l-^^) ■ =^=f-;V^^"r;V 
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TLC : Rf 0.42(^r1f>' : &&ac^A'=3 : 1) ; 

NMR(CDC1 3 ) : 5 8. 01-7. 94 (m, 2H), 7. 48-7. 37 (m, 3H), 7. 11 (t, J=8. OHz, 
5 1H), 6.82(d, J=8.0Hz, 1H), 6. 80 (d, J=8. OHz, 1H), 5.98(t, J=4. 6Hz, 1H), 
4.25(t, J=6.6Hz, 2H), 4. 12 (q, J=7. 2Hz, 2H), 3. 42-3. 39 (ra, 2H), 2.99(t, 
J=7.2Hz, 2H), 2.76(t, J=8. 2Hz, 2H), 2. 37 (s, 3H), 2. 33-2. 19 (m, 2H), 1.21(t, 
J=7. 2Hz, 3H)„ 

10 mmmi (2 7) 

2— (5- (2- (2- (4—*^jV~7x-z=-;V) -S—fJ-jVOsr^^J—jV 
-4 — (M -3, 4-i?tKnt7^1/y-l — (As) 




15 

TLC : Rf 0. 57 (^dr-^^ : i^^^V^=2 : 1) ; 

NMR(CDC1 3 ) : 5 7.86(d, J=8. 1Hz, 2H), 7.23(d, J=8. 1Hz, 2H), 7. 10 (dd, 

J=7. 8, 7.8Hz, 1H), 6.81(m, 2H), 5.97(t, J=4. 5Hz, 1H), 4. 24 (t, J=6. 6Hz, 

2H), 4. 13 (q, J=7.2Hz, 2H), 3.46(s, 2H), 2.98(t, J=6. 6Hz, 2H), 2. 76 (t, 

20 J=8.4Hz, 2H), 2.38(s, 3H), 2.35(s, 3H), 2.27(m, 2H), 1. 21 (t, J=7. 2Hz, 
3H) 0 
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mmm 1 (28) 

2- (5- (2- (2--Y yzfu \?>V— 5 — t^-Aszt^y-y— As— 4— J As) 
^b*i/) -3, 4-i/tKnt7^I/y-l f/V') gfcH • ^.^-jVa^^'r 

/Is 



5 




TLC : Rf 0. 45 (^-3r ■»*->' : As=2 : 1) ; 

NMR (CDCI3) : 5 7. 10 (dd, J=7. 8, 7. 8Hz, 1H), 6.86-6. 74 (m, 2H), 5.98(dd, 
J=4.5, 4. 5Hz, 1H), 4. 15 (q, J=6. 9Hz, 2H), 4. 15 (t, J=8. 4Hz, 2H), 3.40(d, 
10 J=1.2Hz, 2H), 2. 99 (sept. , J=6. 9Hz, 1H), 2. 88 (t, J=6. 6Hz, 2H), 2. 74 (t, 
J=6.9Hz, 2H), 2. 32-2. 20 (m, 2H), 2. 24(s, 3H), 1. 31 (d, J=6. 9Hz, 6H), 1. 22 (t, 
J=6.9Hz, 3H) G 

mmm 1 (29) 

15 2- (5- (2- (2- (4— —5-^^/^^ 
^y—/U-4:-4A^)^h^-» -3, 4-v t tKPt7^^-l-^f/U) 




20 TLC : Rf 0. 63(^MJ->' : SfcSfcJ^V«'=2 : 1) ; 

NMR(CDC1 3 ) : 8 7. 94-7. 84 (m, 2H), 7. 32-7. 22 (m, 2H), 7. 10 (dd, J=8. 1, 
8.1Hz, 1H), 6. 86-6. 76 (m, 2H), 5.98(t, J=4. 5Hz, 1H), 4. 24 (t, J=6. 6Hz, 2H), 
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4. 12 (q, J=7. 2Hz, 2H), 3.40(d, J=L 2Hz, 2H), 2.98(t, J=6. 6Hz, 2H), 2. 76 (t, 
J=8.1Hz, 2H), 2. 53 (m, 1H), 2.35(s, 3H), 2. 32-2. 20 (ra, 2H), 1. 96-1. 70 (m, 
5H), 1.54-1. 26 (m, 5H), L21(t, J=7. 2Hz, 3H) C 

5 mmmi (30) 

2- (5- (2- (2- (4-^^VHi 0 -<7 v>>-- 1 — 

^-TV—JV— ^h^vO -3, KPt7^^y-l-^f 




10 

TLC .: Rf 0. 21 ? y —;V : fj^^/t^l : 10) ; 

NMR(CDC1 3 ) : 5 7. 10 (dd, J=8. 1, 8.1Hz, 1H), 6.81(d, J=8. 1Hz, 1H), 
6.79(d, J=8. 1Hz, 1H), 5.98(brt, 1H), 4.20(t, J=6. 9Hz, 2H), 4. 13 (q, 
J=6.9Hz, 2H), 3.44-3. 36 (m, 6H), 2.96(t, J=6. 9Hz, 2H), 2.76(dd, J=8. 4, 
15 8.4Hz, 2H), 2.50(m, 4H), 2.33(s, 3H), 2. 26 (s, 3H), 2. 31-2. 21 (m, 2H), 
1. 22 (t, J=6. 9Hz, 3H) 0 

mmmi o d 

2- (5- (2- (2- (K'^ViS^-l-'fjU) -5-^^- ;V j- r y— ;V 
20 -4-^/^) —3, 4— i^fc YT2~r~7$ l/^- 1 — ^/l^) • 
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TLC : Rf 0. 58 (^^i?-^ : gfci&r.^vu=2 : l) ; 

NMR(CDClg) : 5 7. 10 (dd, J=7. 8, 7. 8Hz, 1H), 6.85-6. 76 (m, 2H), 5. 98 (dd, 
J=4.8, 4.8Hz, 1H), 4.20(t, J=6. 6Hz, 2H), 4. 13 (q, J=7. 2Hz, 2H), 3.40(ra, 
5. 2H), 3. 36 (m, 4H), 2.95(t, J=6. 6Hz, 2H), 2. 76 (dd, J=8. 4, 8. 4Hz, 2H), 
2. 33-2. 20 (m, 2H), 2. 24 (s, 3H), 1. 70-1. 54 (m, 6H), 1. 20 (t, J=7. 2Hz, 3H)„ 

$lil (3 2) 

5— (5- (2- ( 2 -7 ^~JV- 5 - ^^-/U^-^^-y—jU— ^ 
10 h^riy) -3, Knt7^ U^- 1 --f/U) 




TLC : Rf 0.52(^^1?-^ : m^^^=2 : 1) ; 
15 NMR(CDC1 3 ) : 5 8. 02-7. 94 (m, 2H), 7. 48-7. 37 (m, 3H), 7. 12 (t, J=8. OHz, 
1H), 6. 87 (d, J=8.0Hz, 1H), 6. 79 (d, J=8. OHz, 1H), 5.84(t, J=4. 4Hz, 1H), 
4. 25 (t, J=6. 6Hz, 2H), 3.65(s, 3H), 2.99(t, J=6. 6Hz, 2H), 2. 71 (t, J=7. 8Hz, 
2H), 2. 43 (t, J=7.6Hz, 2H), 2. 38 (s, 3H), 2.32(t, J=7. 8Hz, 2H), 2. 25-2. 11 (m, 
2H), 1.86-1. 44 (m, 4H) C 

20 

mmm 1 (33) 

5- (5- (2- (2- (4 —*J-7V7a^—jV) -5-*=}-)Vjr^-yr-J~-)V 
^b^^X) -3, 4-^tKnt7i?l'y-l-'f^) ^<>-* 
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CH 3 



10 



15 



TLC : Rf 0.41(^^1?-^ : @^^^^/P-=3 : 1) ; 

NMR(CDC1 3 ) : 5 7.85(d, J=8Hz, 2H), 7.25(d, J=8Hz, 2H), 7. 10 (m, 1H), 
6. 90-6. 65 (m, 2H), 5.85(t, J=7Hz, 1H), 4.25(t, J=7Hz, 2H), 3.65(s, 3H), 
3.00(t, J=7Hz, 2H), 2. 70 (t, J=8Hz, 2H), 2.50-2. 10 (m, 12H), 1.80-1. 50 (m, 
4H)„ 

1 (34) 

5- (5- (2- (2- (1, S-iStty-sf >-d?Zs-5-' -5-^ 
^-J^^r^-V— JV—A— <fM —3, Knt7^l/y- 

1 (/Is) ^<l/$ Vgfe • J.J-)Va^7,*r;V 




TLC : Rf 0. 31(^=3pi?"^ : @^ae^/i^=3 : i) ; 

NMR(CDC1 3 ) : 8 7.55(dd, J=8, 1Hz, 1H), 7.45(d, J=lHz, 1H), 7. 10 (dd, 
J=7.5, 7.5Hz, 1H), 6. 90-6. 85 (m, 3H), 6.00(s, 2H), 5.85(t, J=7Hz, 1H), 
4.20(t, J=6.5Hz, 2H), 3.65(s, 3H), 3.00(t, J=6. 5Hz, 2H), 2.70, (t, J=8Hz, 
2H), 2. 50-2. 10 (m, 9H), 1. 80-1. 50 (m, 4H) 0 
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5- (5- (2- (2- (4-^W^y7x^) 

f-y— — fAO ^h^iX) -3, 4-i?tKot7^i/y-i — 




5 

TLC : Rf 0. 33 : g^^/1^2 : l) ; 

NMR(CDC1 3 ) : 5 7. 80 (d, J=8Hz, 2H), 7. 10 (m, 1H), 6. 90-6. 70 (m, 4H), 
5.85(ra, 1H), 4. 20 (t, J=6. 5Hz, 2H), 3.65(s, 3H), 3. 00 (s, 6H), 2.95(m, 2H), 
2. 70 (m, 2H), 2. 50-2. 10 (ra, 6H), 1.80-1. 50 (ra, 4H) D 

10 

mmm 1 ( 3 6 ) 

2, 2-v^^VW- 3- (5- (2- (2-^^^/W-5-^^7^^r-^>^ 

~/u-4--f/i^) ^h^-iy) -3, 4-^tKot7^vy-i-^;u) :/ 




TLC : Rf 0.62(^^rf-V : @£^c^/U=2 : l) ; 

NMR(CDC1 3 ) : 5 8. 02 -7.94 (m, 2H), 7. 48 - 7. 34 (ra, 3H), 7.08(t, J=8. 1Hz, 
20 1H), 6.90(d, J=8. 1Hz, 1H), 6.77(d, J=8. 1Hz, 1H), 5.83(t, J=4. 8Hz, 1H), 
4.24(t, J=6.6Hz, 2H), 3.46(s, 3H), 2.99(t, J=6. 6Hz, 2H), 2. 71 (s, 2H), 
2.68(t, J=5. 1Hz, 2H), 2. 37 (s, 3H), 2. 19-2. 09 (m, 2H), 1. 13 (s, 6H)„ 
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1 (3 7) 



2, 2-l?*?-/l'—3— (5- (2- (2- (6-^W^;t°y^ 
-3-^71^) - 5 -p«^/^=3rf-y-/U-4— ach^V) -3, 4- 



H,C 



H 3 C 




CH, 



TLC : Rf 0. 38 : g^jz^vu=l : l) ; 

10 NMR(CDC1 3 ) : 5 8. 73 (d, J=2. 4Hz, 1H), 7. 99 (dd, J=9. 0, 2. 4Hz, 1H), 
7.08(dd, J=8. 1, 8.1Hz, 1H), 6.90(d, J=8. 1Hz, 1H), 6.77(d, J=8. 1Hz, 1H), 
6. 52 (d, J=9.0Hz, 1H), 5.83(t, J=4. 5Hz, 1H) , 4.23(t, J=6. 6Hz, 2H), 3.46(s, 
3H), 3. 14 (s, 6H), 2.96(t, J=6. 6Hz, 2H), 2.71(s, 2H), 2.68(t, J=8. 1Hz, 
2H), 2. 34 (s, 3H), 2. 17-2. 10 (m, 2H), 1. 13 (s, 6H) G 



15 



2, 2-v^^/l-- 3 — (5- (2- (2 f V :7°n kVW- 5 ^jVjsr* 

•f-y—sls- 4—4 M ^h*ci/) -3, 4— S^k Kat7^ V-^- l — 4 /u) 



H3C CH3 



H,C 



20 



H 3 C 0-^CH 3 




CH 3 



TLC : Rf 0. 63 (^df.-?-^ : g^o^/l^l : D ; 
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NMR(CDC1 3 ) : 5 7.08(dd, J=8. 4, 7. 8Hz, 1H), 6.89(d, J=7. 8Hz, 1H), 
6. 74 (d, J=8. 4Hz, 1H), 5. 83 (m, 1H), 4. 16 (t, J=6. 6Hz, 2H), 3.46(s, 3H), 
2. 99 (quint. , J=7. 2Hz, 1H), 2.89(t, J=6. 6Hz, 2H), 2. 71 (s, 2H), 2.66(t, 
J=8. 1Hz, 2H), 2.24(s, 3H), 2. 80-2. 40 (m, 2H), 1.31(d, J=7. 2Hz, 6H), 1. 14 (s, 
5 6H) C 

mmm 1 (39) 

2, 2 -v^^-A—3- (5- (2- (2- (6- (fc°!Ji^— 
try 3 — f/U) -5-^f-/U^^-^—jU-4 — i>V) o^hdrv/) - 

10 3, 4-^kKnt7^ky-l-^^) n a? i^gfe • * ^;Vau^y-;v 




TLC : Rf 0. 38 (^r^:/ : %&k^/V=2 : 1) ; 

15 NMR(CDC1 3 ) : 5 8. 73 (dd, J=2. 4, 0. 6Hz, 1H), 7. 98 (dd, J=9. 0, 2. 4Hz, 1H), 

7. 08 (dd, J=7.8, 7.8Hz, 1H), 6.90(d, J=7. 8Hz, 1H), 6. 77 (d, J=7. 8Hz, 1H), 

6. 65 (dd, J=9.0, 0. 6Hz, 1H), 5.83(t, J=4. 5Hz, 1H), 4. 22 (t, J=6. 6Hz, 2H), 

3. 68-3. 54 (m, 4H), 3.46(s, 3H), 2.96(t, J=6. 6Hz, 2H), 2.7l(s, 2H), 

2. 74-2. 62 (m, 2H), 2. 34 (s, 3H), 2. 20-2. 06 (m, 2H), 1.78-1. 54 (m, 6H), 

20 1. 13 (s, 6H) 0 

mmmi (4 0) 

2, 2— v^^VU-3- (5 - (2- (2- (6- (^t!Jy-4-^/V) 
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3, 4-i^t KPt7^wy-i-^;v) • f^jua^xTA' 




5 TLC : Rf 0. 65 n n zfr/l/A : * # / — /W=8 : l) ; 

NMR(CDC1 3 ) : 6 8.76(dd, J=2. 4, 0. 9Hz, 1H), 8.04(dd, J=9. 0, 2. 4Hz, 1H), 
7.08(dd, J=7.8, 7.8Hz, 1H), 6.90(d, J=7. 8Hz, 1H), 6.77(d, J=7. 8Hz, 1H), 
6.65(dd, J=9.0, 0.9Hz, 1H), 5.83(t, J=4. 5Hz, 1H), 4.23(t, J=6. 6Hz, 2H), 
3. 86-3. 78 (m, 4H), 3. 64-3. 54 (m, 4H), 3.46(s, 3H), 2.97(t, J=6. 6Hz, 2H), 
10 2. 76-2. 62 (m, 4H), 2.35(s, 3H), 2. 13 (m, 2H), 1.78-1. 54 (m, 2H), 1. 14 (s, 
6H) D 

mmmi u n 

2, 2 (5- (2- (2- V St^—a—' < 

15 ;u) — 5 — *?-jHsHr*?^S— /i — 4 — i/v) a^Y^) _ 3> 




20 TLC : Rf 0. 53(-^rf-^ : gfc^^Vl^l : 1) ; 

NMR(CDC1 3 ) : 5 9.08(d, J=l. 8Hz, 1H), 8. 12 (dd, J=8. 1, 1. 8Hz, 1H), 
7.22(d, J=8. 1Hz, 1H), 7.08(dd, J=8. 1, 8.1Hz, 1H), 6.90(d, J=8. 1Hz, 1H), 
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10 



15 



6. 77 (d, J=8. 1Hz, 1H), 5. 83 (t, J=4. 5Hz, 1H), 4. 24 (t, J=6. 6Hz, 2H), 2. 99 (t, 
J=6. 6Hz, 2H), 2. 71 (s, 2H), 2.67(t, J=8. 1Hz, 2H), 2.6l(s, 3H), 2. 38 (s, 
3H), 2. 14 (m, 2H), 1. 13 (s, 6H) Q 

mmmi (42) 

2, 2— ifff-A"- 3- (5- (2- (2- (^e/U^U ^— 4— -f/^) -5 
-^f/I/f7y-^-4->{/l') jch^fvO -3, 4-v?kKPt7^y 



TLC : Rf 0.40(^=^1^^ : gfc^c^/^=5 : 1) ; 

NMR(CDC1 3 ) : 8 7. 08 (dd, J=8. 1, 7. 8Hz, 1H), 6.89(d, J=7. 8Hz, 1H), 
6. 76 (d, J=8. 1Hz, 1H), 5. 83 (t, J=4. 8Hz, 1H), 4. 20 (t, J=6. 9Hz, 2H), 3. 79 (t, 
J=4.8Hz, 4H), 3.37(t, J=4. 8Hz, 4H), 2.96(t, J=6. 9Hz, 2H), 2. 71 (s, 2H), 
2.67(t, J=7. 2Hz, 2H), 2. 27 (s, 3H), 2. 17-2. 10 (m, 2H), 1. 14 (s, 6H) G 

mmmi (43) 



2, 2—^^-3- (5- (2- (2- (tv<y v^-i — ou) -5 

-^W7y^-4-^/l') och^) -3, 4-i?tKDt7^y 
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TLC : Rf 0. 90 (^rU-^ : Mfcc^/l^l : 1) ; 

NMR(CDC1 3 ) : 5 7.07(dd, J=7. 8, 7. 8Hz, 1H), 6.89(d, J=7. 8Hz, 1H), 
5 6. 76 (d, J=8. 1Hz, 1H), 5. 83 (t, J=4. 8Hz, 1H), 4.20(t, J=6. 6Hz, 2H), 3.46(s, 
3H), 3. 36 (m, 4H), 2.95(t, J=6. 6Hz, 2H), 2. 71 (s, 2H), 2.68(t, J=8. 4Hz, 
2H), 2. 25 (s, 3H), 2. 17-2. 10 (m, 2H) , 1. 61 (m, 6H), 1. 14 (s, 6H) D 

mffiMl (4 4) 

10 2, 2-*?*^/U-3- (5- (2- (2- (^J-^/WftU l/-A-J)V) 
-5-^Wr^-4-f;v) ja^df-vO -3, 4-v 5 !: Kat7^ 




15 

TLC : Rf 0. 76(-^dr^^ : @£^c^/U=l : 1) ; 

NMR(CDC1 3 ) : 8 7.08(dd, J=8. 1, 7.8Hz, 1H), 6.89(d, J=7. 8Hz, 1H), 

6.75(d, J=8. 1Hz, 1H), 5.83(t, J=4. 8Hz, 1H), 4. 19 (t, J=6. 6Hz, 2H), 

3.76-3. 73 (m, 4H), 3. 47 (s, 3H), 2. 94 (t, J=6. 6Hz, 2H), 2. 71-2. 67 (m, 8H), 
20 2.25(s, 3H), 2. 17-2. 10 (m, 2H), 1. 14 (s, 6H)„ 

mmmi (45) 
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2, 2-^^—5- (5- (2- ( 2 b-^=f-/U^^/ 
—A— 4 — yl^) xh^i/) -3, Kci^-^^lx^- 1 — T^) ^ 



5 




TLC : Rf 0. 68(^=3rif^ : @1^^5 : Vl'=2 : 1) ; 

NMR(CDC1 3 ) : 6 8. 02-7. 94 (ra, 2H), 7. 48-7. 37 (m, 3H), 7. 11 (t, J=7. 8Hz, 
1H), 6. 85 (d, J=7.8Hz, 1H), 6.78(d, J=7. 8Hz, 1H), 5.82(t, J=4. 4Hz, 1H), 
10 4.25(t, J=6. 6Hz, 2H), 3. 59 (s, 3H), 2.99(t, J=6. 6Hz, 2H), 2.71(t, J=7. 6Hz, 
2H), 2.44-2. 32 (m, 2H), 2.24-2.1 Km, 2H), 1.65-1. 33 (m, 4H), 1. 14 (s, 6H)„ 

mmmi (4 6) 

2-^<:Xvvl^=¥i'— 3 - (5- (2- (2— (4— *^)V7 =c^;V) -5 
15 -^^-/u^t^-^-y^/u— ^ h^i/) —3, 4-^tFot7^W 




TLC : Rf 0. 27(^=3f-i?-:/ : g^^^^-/k=4 : 1) ; 
20 NMR(CDC1 3 ) : 5 7. 87 (ra, 2H), 7.26-7. 18 (m, 7H), 7.08(dd, J=8. 1, 8.1Hz, 
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1H), 6.84(d, J=8. 1Hz, 1H), 6. 79 (d, J=8. 1Hz, 1H), 5. 95 (dd, J=4. 5, 4. 5Hz, 
1H) , 4. 63 (d, J=ll. 7Hz, 1H) , 4. 34 (d, J=ll. 7Hz, 1H) , 4. 26 (t, J=6. 6Hz, 2H) , 
4. 16 (dd, J=9. 0, 3.6Hz, 1H), 3. 70 (s, 3H), 3. 04-2. 58 (m, 6H), 2.38(s, 3H), 
2. 37 (s, 3H), 2. 24-2. 14 (m, 2H) 0 

5 

3— (5- (2— (2- (4-^=f-/U^^=.M -%-^^-)Visr^r^-/—JV 



10 




»Mir*MitU7cft:^ (9 5 0mg) &**V— /l-' (8.0ml) £>J;Ot 
TbykFn??^ (8. Om 1 ) U 2 NtK^^ b U ^ AtK^ (3. 3 

ml) &;&P*u SST*~ Bfe*fl£Lfc 0 S/fcMl^^lN^&ABAT^fe 

mmmu^-r^mmit-a-m ( 7 4 5 m g ) £#fc c 

TLC : Rf 0. 63 (^ n n ^/V-A : ^ / — /U=B : 1) ; 
20 NMR(DMS0-d 6 ) : 6 7. 79 (d, J=8. 2Hz, 2H), 7.29(d, J=8. 2Hz, 2H), 7. 14 (dd, 
J=8. 0, 8.0Hz, 1H), 6. 97-6. 78 (m, 2H), 5. 84(brt, 1H), 4. 19 (t, J=5. 8Hz, 2H), 
2. 91 (t, J=5.8Hz, 2H), 2.75-2. 20 (m, 6H), 2. 33 (s, 3H), 2.36(s, 3H), 
2. 20-1. 94 (m, 2H) 0 
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mmffl2 (i) ~mmM2 up 
mmm i x«mm L^tg^oftfr ^ \z.mmm i ( i ) -mm i ( 9 ) , % 

WW (11) ~H»U (2 7) &£rm»ijl (3 2) —%mm\ (4 

iiM2 (i) 

3- (5- (2- (2-^^^/W— 5-^^^=^f-y— /U-4—f/W) ^ 
10 h=¥v-') -3, 4— v^t Knt7^ 1/^— 1 -^/l^) i/n^^g^ 

TLC : Rf 0. 51 (^ n n tJvI/A : ^ ^ J —^=10 : 1) ; 
15 NMR(CDC1 3 ) : 5 8. 02-7. 94 (m, 2H), 7. 46-7. 37 (m, 3H), 7. 13(t, J=8. 0Hz, 
1H), 6.88(d, J=8.0Hz, 1H), 6.8l(d, J=8. 0Hz, 1H), 5.89(brt, J=4. 6Hz, 1H), 
4. 25 (t, J=6.6Hz, 2H), 3. 00 (t, J=6. 6Hz, 2H), 2. 83-2. 52 (m, 6H), 2. 37 (s, 
3H), 2.27-2. 12 (m, 2H) Q 

20 mmM2 (2) 

3- (5- (2- (2- (6-i?*^/UT^; t°y i?^-3-4/l') -5- 

— 1 — ^) :7°tz^^ 
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H 3 C 



H 3 Q 



s H =y o-^ch 3 




TLC : Rf 0.47(^Pn*/^ : J— /^=10 : l) ; 

NMR(CDC1 3 ) : 5 8. 73 (dd, J=2. 4, 0.4Hz, 1H), 8.00(dd, J=9. 0, 2. 4Hz, 1H), 
5 7. 12 (t, J=8. OHz, 1H) , 6. 89 (d, J=8. OHz, 1H) , 6. 80 (d, J=8. OHz, 1H) , 6. 53 (dd, 
J=9. 0, 0.4Hz, 1H), 5. 89(brt, J=4. 4Hz, 1H), 4. 23 (t, J=6. 6Hz, 2H), 3. 14 (s, 
6H), 2.97(t, J=6.6Hz, 2H), 2. 83-2. 52 (m, 6H), 2. 34 (s, 3H), 2. 26-2. 12 (ra, 
2H) 0 

10 HM12 (3) 

3- (5- (2- (2- (1, 3-v ? ^-^rf--f 5-^^) -5-^ 

i — <jv) -fus^m 



15 




TLC : Rf 0. 61 n a tJv^A : * # J — /U=8 : l) ; 

NMR(DMS0-d 6 ) : 5 7.43(d, J=8. 3Hz, 1H), 7. 35(s, 1H), 7. 14 (dd, J=8. 0, 
8.0Hz, 1H), 7.01(d, J=8. 3Hz, 1H), 6.96-6. 75 (m, 2H), 6.09(s, 2H), 5. 84(brt, 
20 1H), 4. 18 (t, J=6. OHz, 2H), 2.90(t, J=6. OHz, 2H ), 2. 75-2. 20 (m, 6H),« 
2. 31 (s, 3H), 2.20-1. 94 (ra, 2H)„ 
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Itjj (4) 

3- (5 - (2- (2— (4- t — /f/U7s- /l*0 - 5 — * ^ jVJr^^J 
— /I— 4-^f/u) ^c^v/) -3, Knt7^I/y-l-^/V') ^ 



5 




TLC : Rf 0.47(^ a : /U-=10 : 1) ; 

NMR(CDC1 3 ) : 8 7. 90 (d, J=8. 6Hz, 2H), 7.44(d, J=8. 6Hz, 2H), 7. 12 (dd, 
J=7.8, 7.6Hz, 1H), 6. 88 (d, J=7. 6Hz, 1H), 6. 80 (d, J=7. 8Hz, 1H), 5.88(t, 
10 J=6.6Hz, 1H), 4.24(t, J=6. 4Hz, 2H), 2.99(t, J=6. 4Hz, 2H), 2.84-2. 50 (m, 
6H), 2. 35 (s, 3H), 2. 19 (m, 2H), 1. 33 (s, 9H)„ 

mmwii2 (5) 

3- (5 - (2- (2- (6- frAsftD is- 4 -> f^) 
15 /U) — ^-4--r/^) ^fdriX) -3, 4-i?t Kd 




TLC : Rf 0. 32(^ n otJs/WA : * J — ;V=\0 : l) ; 
20 NMR(DMS0-d 6 ) : 5 8. 61 (d, J=2. 4Hz, 1H), 7.97(dd, J=8. 8, 2. 4Hz, 1H), 
7. 13 (dd, J=8.4, 7.4Hz, 1H), 6. 96-6. 82 (ra, 3H) , 5.84(t, J=4. 4Hz, 1H), 
4. 17 (t, J=6.4Hz, 2H), 3.68(m, 4H), 3. 53 (ra, 4H), 2.89(t, J=6. 4Hz, 2H), 
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2. 69-2. 45 (m, 4H) , 2. 43-2. 28 (m, 2H) , 2.31 (s, 3H) , 2. 10 (m, 2H) 0 

mmm 2 ( 6 ) 

3- (5- (2- (2- -y^^;v) - 5-^^^ 




TLC : Rf 0. 50(^ n n tJvI'A : ^^7^,^=9 : i) ; 

10 NMR(CDC1 3 ) : 5 7.80(d, J=9Hz, 2H), 7. 15 (m, 1H), 6. 90-6. 70 (m, 4H), 

5.90(t, J=4Hz, 1H), 4. 25(t, J=7Hz, 2H), 3.00(s, 6H), 2.95(t, J=7Hz, 2H), 
2.80-2. 50 (tn, 6H), 2.35(s, 3H), 2.20(m, 2H)„ 

(7) 

15 3- (5- (2- y7u\?/V-5-*?-;Vjr^y~- / v-4-s(/V) 
^h^r-y) -3, 4— v*fc Fnf7^ I'V— 1 --tVl/) 7"p^^ 




20 TLC : Rf 0. 43(^cn : ^ ^ / — /^=9. : 1) ; 

NMR(CDC1 3 ) : 6 7. 15 (dd, J=7. 5, 7. 5Hz, 1H), 6.85(d, J=7. 5Hz, 1H), 
6.80(d, J=7.5Hz, 1H), 5.90(t, J=4Hz, 1H), 4.20(t, J=6Hz, 2H), 3.00(m, 
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1H), 2.90(t, J=6Hz, 2H), 2. 75 (m, 2H), 2.65(t, J=8. 5Hz, 2H), 2. 55 (t, 
J=8. 5Hz, 2H), 2. 20 (s, 3H), 2..20(m, 2H), 1.30(d, J=6Hz, 6H) C 

MMM2 (8) 

5 3- (5— (2- (2— (4-h!J7;l'tD^Wj:z;v) 

tt&*S— ;V-A-- <M aih^v-) -3, 4-^tKnt7^^-l- 




10 TLC : Rf 0.60(^ n n tJn/W» : ^ /l^=9 : l) ; 

NMR (DMS0-d 6 ) : 6 8. 10 (d, J=8Hz, 2H), 7.85(d, J=8Hz, 2H), 7. 15 (dd, J=8, 
8Hz, 1H), 6. 95-6. 85 (m, 2H), 5.85(m, 1H), 4.20(t, J=6Hz, 2H), 2.95(t, 
J=6Hz, 2H), 2. 70-2. 50 (m, 4H), 2.40(s, 3H), 2.40(m, 2H), 2. 10 (m, 2H) D 

15 mMM2 (9) 

3- (5— (2- (2— ( 4 - M) a ^ f /l/t^f^7 x=/k) — 5 — 

fT-Astt^— cchdrvO -3, 4-v > tKot7^Uy 

-i— 4 >v) yv/s^m 



20 




TLC : Rf 0. 51(7no TfrjVJ* — /U=9 : l) ; 
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NMR(DMS0-d 6 ) : 6 8.00(d, J=9Hz, 2H), 7. 50 (d, J=9Hz, 2H), 7. 15 (dd, J=8, 
8Hz, 1H), 6. 95-6. 85 (m, 2H), 5.85 dm 1H), 4.20(t, J=6Hz, 2H), 2. 95 (t, 
J=6Hz, 2H), 2. 70-2. 50 (m, 4H), 2.40(m, 2H), 2. 40 (s, 3H) , 2. 10 (ro, 2H)„ 

5 gHfeffil2 (10) 

3- (5- (2- (2- (4-^BD7x^) ;V 
— A—^jV) zc'h'&t') —3, Knt7^l/y-l— f/l/) 7o/-« 




10 TLC : Rf 0.60(^ n n afc/U-A : 7 £V — /P=9 : l) ; 

NMR(DMS0-d 6 ) : 5 7.95(d, J=8Hz, 2H), 7.60(d, J=8Hz, 2H), 7. 15 (dd, J=8, 
8Hz, 1H), 6.95(d, J=8Hz, 1H), 6.90(d, J=8Hz, 1H), 5.85(t, J=4Hz, 1H), 
4. 20 (t, J=6Hz, 2H), 2.95(t, J=6Hz, 2H), 2.65-2. 50 (m, 6H), 2.40(s, 3H) , 
2. 10 (m, 2H) 0 

15 

mmm 2 (id 

3- (5- (2- (2- (4-*7-As3-3r 7x^/1/) 



20 




TLC : Rf 0. 49 (^ n ci &sUJ* : * $ J — /U=9 : 1) ; 
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10 



15 



NMR(DMS0-d 6 ) : 8 7.80(d, J=8Hz, 2H), 7. 35 (d, J=8Hz, 2H), 7. 15 (dd, J=8, 

8Hz, 1H), 6.95(d, J=8Hz, 1H), 6.90(d, J=8Hz, 1H), 5.85(t, J=4Hz, 1H), 

4.20(t, J=7Hz, 2H), 2.95(t, J=7Hz, 2H), 2.65-2. 55 (m, 4H), 2. 50 (s, 3H), 
2.40(m, 2H), 2. 35 (s, 3H), 2. 10 (m, 2H) Q 

mmm 2(12) 

3— (5- (2- (2- (4 — ( yzfu\f;ls~7^~/l') -5-^^/^^ 
9— As- 4— <M ^h^-» -3, 4-v f tKnt7^1/y-l-^/l') 



TLC : Rf 0.58(^oo*/I/A : J — 7^=9 : 1) ; 

NMR(DMS0-d 6 ) : 6 7.80(d, J=8Hz, 2H), 7. 35 (d, J=8Hz, 2H), 7. 15 (dd, J=8, 
8Hz, 1H), 6.90(d, J=8Hz, 1H), 6.85(d, J=8Hz, 1H), 5.85(t, J=4Hz, 1H), 
4. 20 (t, J=6Hz, 2H), 3. 00-2. 90 (m, 3H), 2. 65-2. 50 (m, 4H), 2.40-2. 35 (m, 2H), 
2.35(s, 3H), 2. 10 (ro, 2H), 1. 20 (d, J=8Hz, 6H)„ 

mmm 2(13) 



3— (5- (2- (2- (4 — -?u \?;V7=^=-)V) 

:x.>3^» -3, 4-i?fc Fnt7^ 1 — 





H 3 C 
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TLC : Rf 0. 53(^pc Jft/I^A : ^ 9 / — /^=9 : l) ; 

NMR(DMSO-d 6 ) : 6 7.80(d, J=8Hz, 2H), 7.30(d, J=8Hz, 2H), 7. 15 (dd, J=8, 
8Hz, 1H), 6. 90 (d, J=8Hz, 1H), 6.85(d, J=8Hz, 1H), 5.85(t, J=4Hz, 1H), 
5 4. 20 (t, J=6Hz, 2H), 2. 95 (t, J=6Hz, 2H) , 2. 65-2. 50 (m, 8H), 2.40-2. 35 (m, 
2H), 2.35(s, 3H), 2. 10 (m, 2H), 0.90(t, J=8Hz, 3H) 0 

mmm 2 ( 1 4 ) 

3- (5- (2- (2- (2, 2-^:7/^-0-1, 3-v^arlM^:/ 
10 - 5 —4 7V) — 5 — * f-;V^r^-^rV—;V- ^h^ris) - 3 , 4 - 




TLC : Rf 0. 51 n a : ^ ^ / —;V=9 : 1) ; 

15 NMR(DMS0-d 6 ) : 8 7.85(m, 1H), 7.80(m, 1H), 7.55(d, J=8Hz, 1H), 7. 15 (dd, 
J=8, 8Hz, 1H), 6.90(d, J=8Hz, 1H), 6.85(d, J=8Hz, 1H), 5.85(t, J=4Hz, 
1H), 4.20(t, J=7Hz, 2H)^ 2. 95 (t, J=7Hz, 2H), 2. 65-2. 50 (m, 4H), 2.40- 
2. 35 (ra, 2H), 2. 35 (s, 3H), 2. 10 (m, 2H) 0 

20 mmm 2 (15) 

3- (5- (2- (2- (e-^xW^/^D^y-s — f/U) - 5 - 
- 1 — Ou) /D/-?yi 
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N =/ 0"^CH 3 




10 



15 



TLC : Rf 0. 54(i? pp^M : * ? S—sU=8 : 1) ; 

NMR(DMSO-d 6 ) : 5 8. 56 (d, J=2. 4Hz, 1H), 7.88(dd, J=9. 0, 2. 4Hz, 1H), 
7. 13(dd, J=7.8, 7.8Hz, 1H), 6. 89 (d, J=7. 8Hz, 1H), 6.86(d, J=7. 8Hz, 1H), 
6.65(d, J=9. 0Hz, 1H), 5.84(dd, J=4. 2, 4. 2Hz, 1 H), 4. 17 (t, J=6. 3Hz, 2H), 
3. 51 (q, J=6.9Hz, 4H), 3. 32(brs, 1H), 2. 88 (t, J=6. 9Hz, 2H), 2. 70-2. 46 (m, 
4H), 2. 36 (t, J=7.2Hz, 2H), 2. 30 (s, 3H), 2. 18-2. 00 (m, 2H), 1. 10 (t, J=6. 9Hz, 
6H) 0 

MMM 2 (16) 



3- (5 - (2- (2- (t°-<y 1— (As) -5-^W7y-/l^ 
— 4 — i /u) -3, 4-^tKnt7^l'y-l-^) 



TLC : Rf 0. 55 cz a tJvI'A : J —/U=9 : l) ; 

NMR(DMS0-d 6 ) : 5 12. 10 (br, 1H), 7. 13 (t, J=8. 1Hz, 1H), 6.87(d, J=8. 1Hz, 
1H), 6. 85 (d, J=8. 1Hz, 1H), 5. 85 (t, J=4. 5Hz, 1H), 4. 13 (t, J=6. 6Hz, 2H), 
3.39 - 3. 22 (m, 4H), 2. 83 (t, J=6. 6Hz, 2H), 2.6l(t, J=7. 2Hz, 2H), 2. 55 (t, 
J=7.8Hz, 2H), 2.36(t, J=7. 8Hz, 2H), 2. 18 (s, 3H), 2. 14 -2.04 (m, 2H), 1.58 
- 1.48(m, 6H) C 
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MM 2 (17) 



10 



15 



3- (5- (2- (2- (A-tT-AsV^it^-l-lfA,) 

*5~T y*—As— 4 —-i /U) ^h^ris) -3, 4 - Knf7^ U^- 1 — f 



TLC : Rf 0. 30 n n : * & J — /U=9 : 1) ; 

NMR(DMS0-d 6 ) : 8 12. 05 (br, 1H), 7. 13 (t, J=8. 1Hz, 1H), 6. 86 (d, J=8. 1Hz, 
1H), 6. 85(d, J=8. 1Hz, 1H), 5.85(t, J=4. 2Hz, 1H), 4. 13 (t, J=6. 6Hz, 2H), 
3. 27 (t, J=4. 8Hz, 4H), 2.84(t, J=6. 6Hz, 2H)„ 2.61(t, J=7. 5Hz, 2H), 2. 55 (t, 
J=8. 1Hz, 2H), 2.41-2. 32 (m, 6H), 2. 19 (s, 6H), 2. 14 -2.04 (m, 2H)„ 

(1 8) 

3- (5- (2- (2- (^-/l^U ^-4 — fAO -5-^W7y^ 
-4 — iWO xh^v/) -3, 4-v?t:KPt7^^-l-^/V) 7^0^ 

v& • mmm. 



TLC : Rf 0. 45(7nn zft/W* : $ J — /l^=9 : 1) ; 

NMR(DMS0-d 6 ) : 5 12.02(br, 1H), 7. 13 (t, J=7. 8Hz, 1H), 6.86(d, J=7. 8Hz, 
1H), 6.85(d, J=7. 8Hz, 1H), 5.85(t, J=4. 2Hz, 1H), 4. 14 (t, J=6. 3Hz, 2H), 
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3.66(t, J=4. 8Hz, 4H), 3. 25 (t, J=4. 8Hz, 4H), 2. 85 (t, J=6. 3Hz, 2H), 2.6l(t, 
J=7.5Hz, 2H), 2.55(t, J=8. 1Hz, 2H), 2. 36 (t, J=8. 1Hz, 2H), 2. 20 (s, 3H), 
2. 14 - 2.04(m, 2H) P 

5 mmm 2 (19) 

3- (5- (2- (2- (^-^/vtIn y >-4 — (jv) 

' — 71^ — 4 — -Y ^h^-» -3, 4-^tKnt7^I/y-l-^) -7" 




10 

TLC : Rf 0. 45(^nn /fr/l-A \ S — /U=9 : 1) ; 

NMR(DMS0-d 6 ) : 5 12. 09 (br, 1H), 7. 13 (t, J=7. 8Hz, 1H), 6. 86 (d, J=7. 8Hz, 
1H), 6.85(d, J=7.8Hz, 1H), 5.85(t, J=4. 2Hz, 1H), 4. 14 (t, J=6. 6Hz, 2H), 
3.67 - 3. 58 (m, 4H), 2.84(t, J=6. 6Hz, 2H), 2.66 - 2. 49 (m, 8H), 2.36(t, 
15 J=8. 1Hz, 2H), 2. 19 (s, 3H), 2. 15 -2.05 (m, 2H)„ 

mMM2 (2 0) 

3— (5- (2- (2— (6 -J-J-zV*?]) 3 — - 5 - * ^/Ujr 

< /is) xb^) -3, 4-^fcKnt7^l/y-l-^ 
20 T'n^Vife-itlfeSfe 
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15 



TLC :' Rf 0. 48 o a jjvui* : ^ $ j — /l^=9 : 1) ; 

NMR (DMS0-d 6 ) : 8 12.09(br, 1H), 8.94(d, J=2. 1Hz, 1H), 8. 11 (dd, J=8. 1, 
2.1Hz, 1H), 7. 37 (d, J=8. 1Hz, 1H), 7. 14 (t, J=8. 1Hz, 1H), 6.90(d, J=8. 1Hz, 
1H), 6.85(d, J=8. 1Hz, 1H), 5.84(t, J=4. 2Hz, 1H), 4.20(t, J=6. 0Hz, 2H) , 
2.93(t, J=6.0Hz, 2H), 2.61(t, J=7. 5Hz, 2H), 2.56(t, J=8. 4Hz, 2H), 2. 51 (s, 
3H), 2.40(t, J=7.5Hz, 2H), 2.35(s, 3H), 2. 14 -2.04 (m, 2H) 0 

H10iJ 2 (2 1) 

3- (5- (2- (2- (1, 5-^^t°7^-3-^^) -5- 

-1 — (M -7x3s*i/m.-mim& 



TLC : Rf 0. 39 n a sfr/VJ* : * $ / — /^=9 : 1) ; 

NMR(DMS0-d 6 ) : 5 12.09(br, 1H), 7. 14 (t, J=8. 1Hz, 1H), 6.89(d, J=8. 1Hz, 
1H), 6. 86 (d, J=8. 1Hz, 1H), 6. 45 (s, 1H), 5.84(t, J=4.2Hz, 1H), 4. 17 (t, 
J=6.3Hz, 2H), 3. 76 (s, 3H), 2.88(t, J=6. 3Hz, 2H), 2. 61 (t, J=7. 5Hz, 2H), 
2. 54 (t, J=7.8Hz, 2H), 2. 36 (t, J=7. 5Hz, 2H) , 2.28(s, 3H), 2.27(s, 3H), 
2. 14 - 2. 04 (m, 2H) 0 

MMM 2 (22) 

3- (5- (2- (2- (4-^^/H^y 1 -4 /Is) 

f7/-^-4-f^) ^h^-» -3, 4-^tKnt7^I/y-l — ( 
/is) 7°n/-!y^ 
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TLC : Rf 0. 55 (gjsgfcai^vu) ; 
NMR(DMSO-d 6 ) : 5 7.04(t, J=7. 8Hz, 1H), 6. 77 (d, J=7. 8Hz, 1H), 6. 76 (d, 
5 J=7.8Hz, 1H), 5.78-5. 72 (m, 1H), 4.04(t, J=6. 6Hz, 2H), 3. 70-3. 58 (m, 2H), 
2. 84-2. 74 (m, 2H), 2. 80 (bs, 1H), 2. 74 (t, J=6. 6Hz, 2H), 2. 55-2. 40 (m, 4H), 
2. 30-2. 23 (m, 2H), 2.08(s, 3H), 2. 05-1. 95 (m, 2H), 1.60-1. 35 (m, 3H), 
1. 14-0. 94 (m, 2H) , 0. 80 (d. J=6. 6Hz, 3H) „ 

10 mmm 2 (23) 

3- (5- (2- (2- (5-^f/Ut , 7v ? y-2-^^) -5-^?vm- 
^■^-y—jV—A — <M ^h^v-) -3, 4-^t Kot7^1/y-l-^ 

N=/ 0-^CH 3 

15 

TLC : Rf 0. 51 n u^^i^ : ^ ^ / — 7^=10 : 1) ; 

NMR(DMS0-d 6 ) : 8 12.08(br, 1H), 9. 06 (m, 1H), 8.60(m, 1H), 7. 14 (dd, 
J=8. 1, 8.1Hz, 1H), 6.90(d, J=8. 1Hz, 1H), 6. 86 (d, J=8. 1Hz, 1H), 5.84(dd, 
J=4.5, 4. 5Hz, 1H), 4.22(t, J=6. 3Hz, 2H), 2.97(t, J=6. 3Hz, 2H), 2.65- 
20 2. 52 (m, 7H), 2. 38 (s, 3H), 2. 40-2. 32 (m, 2H), 2. 13-2. 04 (m, 2H) 0 

|§|2 (2 4) 
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3- (5- (2- (2- (1, 2, 3, 6-fh7t Knfc°y^y-i-^ 
M tv- 4 — r/u) ^h^^) -3, Knt 




5 

TLC : Rf 0.40(^DP Tft/I/A : * ? S —71^=9 : 1) ; 

NMR(CDCla) : 5 7. 12 (t, J=7. 8Hz, 1H), 6.87(d, J=7. 8Hz, 1H), 6.80(d, 

J=7.8Hz, 1H), 5. 92-5. 84 (m, 2H), 5. 78-5. 70 (m, 1H), 4. 21 (t, J=6. 9Hz, 2H), 

3.86(dt, J=5.4, 2.7Hz, 2H), 3.54(t, J=5. 7Hz, 2H), 2.97(t, J=6. 9Hz, 2H), 

1 0 2. 80-1. 60 (br, 1H) , 2. 80-2. 72 (ra, 2H) , 2. 70 (t, J=8. 1Hz, 2H) , 2. 60- 2. 54 (ra, 
2H), 2. 30-2. 18 (m, 4H), 2.26(s, 3H) 0 

mmm 2 (25) 

2- (5— (2— (2— 7x=/U- 5-^ ^/l^df 1*-^— /1/-4— ^ f/lO 
15 h^rf) —3, 4— ^fc: Knf7^l/y-l-/f/i/) 




TLC : Rf 0. 54(^ c a/^/l^A : } 9 S ^=10: 1) ; 
20 NMR(CDC1 3 ) : 6 8. 01-7. 92 (m, 2H), 7. 48-7. 36 (m, 3H), 7.09(t, J=8. OHz, 
1H), 6.83(d, J=8.0Hz, 1H), 6.76(d, J=8. OHz, 1H), 6.00(t, J=4. 8Hz, 1H), 
4.20(t, J=6.4Hz, 2H), 3.43(brs, 2H), 2.98(t, J=6. 4Hz, 2H), 2.75(t, 
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J=8. 0Hz, 2H), 2. 35 (s, 3H), 2. 32-2. 18 (m, 2H) 0 

mnm 2 (26) 

2- (5— (2- (2— (4 —ff-jv? en ~>v) -5-f5-jv$r^^V—jv 

5 -4-^^) ^dr^y) -3, 4 - Knt7^ l^- 1 -^^) 




TLC : Rf 0.45(^ a a /ft/W* : ^ ^y— /l^=10 : 1) ; 
10 NMR(CDC1 3 ) : 8 7. 86 (d, J=8. 1Hz, 2H), 7. 22 (d, J=8. 1Hz, 2H), 7.09(dd, 
J=7. 8, 7.8Hz, 1H), 6.83(d, J=7. 8Hz, 1H), 6.78(d, J=7. 8Hz, 1H), 6.00(t, 
J=4. 5Hz, 1H), 4. 02 (t, J=6. 6Hz, 2H), 3. 44 (s, 2H) , 2.97(t, J=6. 6Hz, 2H), 
2.75(t, J=6.6Hz, 2H), 2. 38 (s, 3H), 2. 34 (s, 3H), 2.26(m, 2H)„ 

15 mmm 2 (27) 

5- (5- (2- (2— 5 -y^/^^-^y— /V— 4 i/V) ai 

b^f) -3, 4-v?tKnt7^1/y-l--f^) -O-^V^ 




20 TLC : Rf 0. 55(^ n c tJvU-A : ^ ^y—/u=9 : 1) ; 

NMR(CDC1 3 ) : 5 8. 02-7. 94 (ra, 2H), 7.48-7. 37 (m, 3H), 7. 12 (t, J=8. OHz, 
1H), 6.87(t, J=8. OHz, 1H), 6. 79 (d, J=8. OHz, 1H), 5.84(t, J=4. 6Hz, 1H), 
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4.25(t, J=6.4Hz, 2H), 3.00(t, J=6. 4Hz, 2H), 2. 71 (t, J=7. 4Hz, 2H), 
2. 50-2. 30 (m, 7H) , 2. 25-2. 10 (m, 2H) , 1. 78-1. 45 (m, 4H) „ 

mmM2 (2 8) 

5 5- (5- (2- (2- (4 — a^~;v) - 5 - 7 ^^yf^y— ;U 

— ^h^rix) -3, 4-i?t Knt7^I/y-l-^) 




10 TLC : Rf 0. 27(;? n n TjvW* : 7 7^=20 : 1) ; 

NMR(CDC1 3 ) : 8 7. 85 (d, J=8Hz, 2H), 7. 20 (d, J=8Hz, 2H), 7. 15 (dd, J=8, 
8Hz, 1H), 6.85(d, J=8Hz, 1H), 6.80(d, J=8Hz, 1H), 5.85(t, J=7Hz, 1H), 
4.25(t, J=7Hz, 2H), 3.00(t, J=7Hz, 2H), 2.70(t, J=8Hz, 2H), 2. 50-2. 30 (m, 
4H) , 2. 40 (s, 3H) , 2. 30 (s, 3H) , 2. 20 (m, 2H) , 1. 80-1. 50 (m, 4H) 0 

mmw2 (2 9) 

5- (5- (2- (2- (1, 3-i?$-3rD-'(>-yz/- 5— < >V) -5-7 

i — f/^) ^<^?^m 



20 




TLC : Rf 0. 20(^ n cz jjvl^A : 7 ^ 7 — /U-=20 : 1) ; 
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NMR(CDC1 3 +CD 3 0D) : 6 7.55(dd, J=8Hz, 1H), 7.45(d, J=lHz, 1H), 7. 15 (dd, 
J=7.5, 7.5Hz, 1H), 6.90(d, J=7. 5Hz, 1H), 6.85(d, J=8Hz, 1H), 6.80(d, 
J=7. 5Hz, 1H), 6.00(s, 2H), 5.85(t, J=4Hz, 1H), 4.20(t, J=6. 5Hz, 2H), 
2.95(t, J=6. 5Hz, 2H), 2.70(t, J=8Hz, 2H), 2.50-2. 20 (m, 4H), 2. 30 (s, 3H), 
5 2. 20 (m, 2H), 1.80-1. 45 (m, 4H) 0 



mmm 2 00) 

5- (5— (2- (2- (4-v ? ^f^7?y7x^) - 5 

y-*S— A*— 4— <M ^h*is) -3, 4-i?t Kat7^i/y-i--Y/i/) 

10 *<y*>Wt 




TLC : Rf 0. 55 n n tJvI^ \ *9 J —;V=9 : 1) ; 

NMR(CDC1 3 )_ : 5 7.80(d, J=8Hz, 2H), 7. 10 (ra, 1H), 6. 90-6. 70 (m, 4H), 
15 5. 85 (m, 1H), 4. 20 (t, J=6. 5Hz, 2H), 3.00(s, 6H), 2. 95 (m, 2H), 2. 70 (m, 2H), 
2. 50-2. 10 (m, 6H), 1.80-1. 50 (m, 4H) e 



mmm 2 od 

2, 2-v^^/W— 3- (5- (2- (2— :7cn~7l — S—t^-Astir^y-y 
20 — yu- 4 < M xh^V) -3, 4-v»fc Knt7^ vy- 1 — -f^) 7° 

vHaC CH3 
O 
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TLC : Rf 0.35(^3-^ : ffl$&x-<?~jv*=2 : 1) ; 

NMR (DMSO-d 6 ) : 5 12. 07 (br, 1H) , 7. 93 - 7. 86 (m, 2H) , 7. 53 - 7. 42 (m, 3H) , 
7.09(t, J=8. 1Hz, 1H), 6.95(d, J=8. 1Hz, 1H), 6. 86 (d, J=8. 1Hz, 1H), 5.84(t, 
5 J=4.2Hz, 1H), 4. 19 (t, J=6. 3Hz, 2H), 2.93(t, J=6. 3Hz, 2H), 2.65(s, 2H), 
2.55(t, J=7. 8Hz, 2H), 2. 34 (s, 3H), 2.08 - 1. 98 (m, 2H), 0.99(s, 6H) C 



10 



mMM2 (3 2) 

2, 2-i?J^/U- 3 - (5- (2- (2- (6 -v^^Vl^T^ J fc°JJ 
-3— 4 Sis) -5-?t?-JUa-3ry->?~-/U-4 i JV) ^h*i/) -3, 4 



H 3 C 



H,C 




15 TLC : Rf 0. 62(^=^1?- V : i^zc^/l^l : 19) ; 

NMR(CDC1 3 ) : 8 8.73(d, J=2. 7Hz, 1H), 8.05(dd, J=8. 7, 2. 7Hz, 1H), 
7.08(dd, J=7.8, 7.8Hz, 1H), 6.96(d, J=7. 8Hz, 1H), 6.76(d, J=7. 8Hz, 1H), 
6.58(d, 1=8. 7Hz, 1H), 5. 91 (t, J=4. 5Hz, 1H), 4. 23 (t, J=6. 3Hz, 2H), 3. 20 (s, 
6H), 2.96(t, J=6.3Hz, 2H), 2.76(s, 2H), 2.68(t, J=7. 5Hz, 2H), 2. 34 (s, 

20 3H), 2. 18-2. 11 (ra, 2H), 1. 15 (s, 6H)„ 

mum 2 (33) 

2, 2.-*?*f-)V- 3- (5- (2- (2— <yzfu\?/V- 
^r-/—;V—A-^JV) ^.y^r^y) —3, 4-^tKnt7^^y-l — (/Is) 
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H3C CH3 



10 



15 



TLC : Rf 0. 86(^^r1h>' : WM^^^=l :' 19) ; 

NMR(DMS0-d 6 ) : 5 7.06(m, 1H), 7.58(d, J=7. 5Hz, 1H), 6.80(d, J=8. 1Hz, 
1H), 5.88(m, 1H), 4. 10 (t, J=6. 9Hz, 2H), 2. 94 (quint, J=6. 9Hz, 1H), 2. 79 (t, 
J 6. 6Hz, 2H), 2. 63 (s, 2H), 2. 50 (m, 2H), 2. 19 (s, 3H), 2. 05 (m, 2H), 1.20(d, 
J=6. 9Hz, 6H), 0.89(s, 6H) C 

mmm 2 (34) 



2, 2-v^^Vl--3- (5- (2- (2- (6- (fc'yv^-l iVl*-) 

try v 5 ^- 3 — f/w-) -5-^^/^^y—/^-4-^M ^i^vo - 

3, 4-i>tKot7^uy-l-^;v) ^nxyi - 



TLC : Rf 0. 59(^on : ^ ^ / — 71^=8 : 1) ; 

NMR(DMS0-d 6 ) : 6 8. 57 (d, J=2. 1Hz, 1H), 7.90(dd, J=9. 0, 2.1Hz, 1H), 
7.06(dd, J=8. 1, 7.5Hz, 1H), 6.97(d, J=7. 5Hz, 1H), 6.87(d, J=9. OHz, 1H), 
6.8l(d, J=8. 1Hz, 1H), 5.84(t, J=4. 5Hz, 1H), 4. 15 (t, J=6. 3Hz, 2H), 
3. 68-3. 50 (ra, 4H), 2. 88 (t, J=6. 3Hz, 2H), 2. 66-2. 48 (m, 4H), 2. 29 (s, 3H), 





H3C CH3 
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10 



15 



2. 14-1. 92 (m, 2H), 1.70-1. 38 (m, 6H), 0.85(s, 6H) 0 

mmm 2 (35) 

2, 2— *?*<?-A — 3- (5- (2- (2- (6— (^e/Wft ]) V- 4 --f ^) 
t°y v^^-3— - /U- 4— fA-) cnh^^) - 

3, 4-^tFPt7^^y-l-^/k) ^n/^V^ • h V 



TLC : Rf 0. 56(^nn : ^ & J — /k=8 : 1) ; 

NMR(DMS0-d 6 ) : 5 8.61(d, J=2. 1Hz, 1H), 7.97(dd, J=9. 0, 2.1Hz, 1H), 
7.06(dd, J=8.1, 7.5Hz, 1H), 6.97(d, J=8. 1Hz, 1H), 6.91(d, J=9. 0Hz, 1H), 
6.81(d, J=7.5Hz, 1H), 5.84(t, J=4. 5Hz, 1H), 4.1 6(t, J=6. 0Hz, 2H), 
3. 76-3. 62 (m, 4H), 3. 60-3. 44 (tn, 4H), 2.89(t, J=6. OHz, 2H), 2. 64-2. 48 (m, 
4H), 2. 31 (s, 3H), 2. 14-1. 92 (m, 4H), 0. 84 (s, 6H) Q 

mmm2 oe) 

2, 2-v ? ^^/l^-3- (5- (2- (2- (6 — ^^vHfJJ 3 — < 

/W) - 5 — ^ ^•/U^-^-^-y— fV— 4 — Y/W) ^ h — 3 , 4-v ! tKD 
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10 



15 



TLC : Rf 0.48(^=^1^ : gfcg^cfvi^ l : 19) ; 

NMR(CDC1 3 ) : 5 9.05(d, J =1. 8Hz, 1H), 8. 13 (dd, J=8. 4, 1.8Hz,- 1H), 
7. 22 (d, J=8. 1Hz, 1H), 7. 07 (dd, J=8. 1, 8. 1, Hz, 1H), 6.96(d, J=8. 1Hz, 1H), 
6. 75 (d, J=8. 4Hz, 1H), 5. 91 (m, 1H), 4.24(t, J=6 . 6Hz, 2H), 2. 98 (t, J=6. 6Hz, 
2H), 2.76(s, 2H), 2. 68 (t, J=7. 8Hz, 2H), 2.60(s, 3H), 2. 38 (s, 3H), 
2. 18-2. ll(m, 2H), 1. 15(s, 6H) C 

mmm2 o p 

2, 2-*?*J-;l'—S— (5- (2- (2- (^-/WTfrlJ I/— 4 — ^/V) -5 
-^W7y-^-4-^^) ^h=3rv-) -3, 4-^tKDf7^ky 



TLC : Rf 0.72(^^-f-> : f|^fe:r.^yu=i : 19) ; 

NMR(CDC1 3 ) : 5 7.08(dd, J=8. 1, 7. 5Hz, 1H), 6.95(d, J=7. 5Hz, 1H), 
6.76(d, J=8. 1Hz, 1H), 5.90(t, J=4. 8Hz, 1H), 4. 21 (t, J=6. 6Hz, 2H), 3. 79 (t, 
J=4.8Hz, 4H), 3. 39 (m, 4H), 2.98(t, J=6. 6Hz, 2H), 2.76(s, 2H), 2. 67 (t, 
J=7.8Hz, 2H), 2. 27 (s, 3H), 2.18-2.1 Km, 2H), 1. 14 (s, 6H) Q 

mmM2 (3 8) 

2, 2 -v> 7^/1^-3- (5- (2- (2- (tr^<U 1 — f /U) -5 
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- 1 — AO ^n^^ 




H3C CH3 



OH 



10 



15 



TLC ■: Rf 0. 76(^ Da^/PA : ^/ — /1/=19 : 1) ; 
NMR(CDC1 3 ) : 8 7.07(dd, J=7. 8, 7. 8Hz, 1H), 6.94(d, J=7. 8Hz, 1H), 
6. 76 (d, J=7.8Hz, 1H), 5.90(t, J=4. 8Hz, 1H), 4.20(t, J=6. 9Hz, 2H), 3. 36 (in, 
4H), 2.95(t, J=6.9Hz, 2H), 2. 76 (s, 2H), 6.69(t, J=8. 4Hz, 2H), 2. 24 (s, 
3H), 2.18-2.1 Km, 2H), 1. 62 (ra, 6H), 1. 14 (s, 6H) C 

mmm 2 (39) 

2, 2. As- Z- (5— (2- (2— (^^-^-/k^y ^— 4--f /l^) 
-5— t^JV^T^/— -l/ls) ^h^v-) -3, 4-^tKnt7^ 
1 — <M zfusO-m 



TLC : Rf 0.73(>?aa*;^ : — 7k=19 : 1) ; 

NMR(CDC1 3 ) : 6 7.08(dd, J=8. 7, 8. 7Hz, 1H), 6. 95 (d, J=8. 7Hz, 1H), 
6.76(d, J=8.7Hz, 1H), 5.91(m, 1H), 4.20(t, J=6. 6Hz, 2H), 3.75(m, 4H), 
2. 94 (t, J=6.6Hz, 2H), 2.77(s, 2H), 2.68(m, 6H), 2.25(s, 3H), 2. 15 (m, 2H), 
1. 15 (s, 6H) G 
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*J2 (4 0) 



2, 2 -i?* 7-/^-5 — (5 
— ft/ — 4 — f /U) h dpi/) 



(2- (2— 7i=/V- 

3, 4-^tKof7^wy-i--f^) ^ 




TLC : Rf 0. 49(^no ifrjVJ* : ^ ^ / — /U=10 : 1) ; 
10 NMR(CDC1 3 ) : 6 8. 01-7. 92 (m, 2H), 7. 48-7. 36 (ra, 3H), 7. 10 (t, J=8. OHz, 
1H), 6.86(d, J=8.0Hz, 1H), 6. 77 (d, J=8. OHz, 1H), 5.83(t, J=4. 6Hz, 1H), 
4.24(t, J=6.6Hz, 2H), 2.99(t, J=6. 6Hz, 2H), 2.7 0(t, J=7. 8Hz, 2H), 
2.46-2. 32 (m, 2H), 2. 36 (s, 3H), 2. 24-2. 11 (ra, 2H), 1.67-1. 40 (ra, 4H), 1. 17 (s, 
6H) D 

15 

mm.M2 (4 i) 

2 -^^^^^v-— 3 - (5- (2- (2- (A-^f-JU^^^/U) -5 
-^^-jV^-^-J— (JV) jihdrix) -3, 4-^tKat7^l^ 



20 
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TLC :■ Rf 0. 38(^nn /ftA'A : ^ ^ / —/u=lO : l) ; 

NMR(CDC1 3 ) : 5 7. 86 (ra, 2H), 7. 34-7. 12 (m, 7H), 7. 08 (dd, J=8. 1, 8.1Hz, 
1H), 6.89(d, J=8. 1Hz, 1H), 6.80(d, J=8. 1Hz, 1H), 5.99(dd, J=4. 5, 4. 5Hz, 
5 1H), 4.57(d, J=l 1.7Hz, 1H), 4. 41 (d, J=ll. 7Hz , 1H), 4. 29-4. 20 (m, 2H), 
4. 16 (dd, J=9. 0, 3.6Hz, 1H), 3. 10 (m, 1H), 3.00(t, J=6. 6Hz, 2H), 2.90- 
2.66(m, 2H), 2.60(m, 1H), 2.38(s, 3H), 2.36(s, 3H), 2. 25-2. 12 (m, 2H) D 

10 2- (5- (2- (2- (4 -xs? u^3c^;]s7 — 5-^^/^# 

f-y— ;V-A — (/U) ^bdri/) -3, 4-i?t Kot7^I/y-l--f/U) 




15 7k^t]) ?-t7^T;V*~V& (1 4 7 mg) ©fb7t Kn77V (7.0 
m 1 ) P^^HiSM 1 (29) Lfcfbl^ (1. 93 g ) (D-r h 7 t K 

U7=7^ (1 2ml) ^§r0 0 C-CMTU tit' 1.5 B#P^Jf#Lfc„ 

20 SJgAU TlE^lttffi^Wi-S^Wb^ (1.26g) 
TLC : Rf 0. 50 (^rl*-^ : %M.^J~;V=l : l) ; 

NMR(CDC1 3 ) : 5 7. 92-7. 84 (m, 2H), 7. 30-7. 22 (m, 2H), 7. 13 (dd, J=8. 1, 
8.1Hz, 1H), 7. 89 (d, J=8. 1Hz, 1H), 6.8l(d, J=8. 1Hz, 1H), 5.95(t, J=4. 5Hz, 
1H), 4. 25 (t, J=6.6Hz, 2H), 3. 82-3. 68 (m, 2H), 2.98(t, J=6. 6Hz, 2H), 
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2. 78-2. 66 (m, 4H), 2. 53 (ra, 1H), 2. 36 (s, 3H), 2. 30-2. 16 (m, 2H), 1.96- 
1. 70 (ra, 5H), 1.54-1. 14 (m, 5H)„ 

mmm3 (i) -m«3 (5) 
5 mmwi (29) T»mmi,rcik&!%><7)ttt>v)imMMi (2 7)^ mmmi 
(28). mmmi (30), mmmi (31) &£x$mmm2x*mmvwk 
-a-yo&m^x, mmmstmm^m^ir^tic^y)^ ur^-r^mm 

10 mmms oj 

2— (5- (2- (2- (4-**f-/vy -5-^^-/^^y—/i- 
^hdr-» -3, 4-v J tKDt7^l'y-l-^;l') 




15 

TLC : Rf 0.27(— =3r^V : gj^^/1^2 : l) ; 

NMR(CDC1 3 ) : 8 7.86(d, J=8. 4Hz, 2H), 7. 23 (d, J=8. 4Hz, 2H), 7. 12 (dd, 
J=8. 1, 8.1Hz, 1H), 6.89(d, J=8. 1Hz, 1H), 6.81(d, J=8. 1Hz, 1H), 5.94(t, 
J=4. 5Hz, 1H), 4. 25 (t, J=6. 6Hz, 2H), 3.76(m, 2H), 2.98(t, J=6. 6Hz, 2H), 
20 2. 78-2. 67 (m, 4H), 2. 38 (s, 3H), 2. 36 (s, 3H), 2. 22 (m, 2H) e 

mmm3 (2) 

2- (5- (2- (2— < y^n tf/v-s-y^vM-^y*— /u-A-- <>v) 

^h*c-» -3, 4-^tFot7^^-l-^/V) a^f/sU 
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TLC : Rf 0. 34 (^r^:/ : ^k^=f-;V=\ : 1) ; 
5 NMR (CDC1 3 ) : 5 7. 12 (dd, J=7. 8, 7. 8Hz, 1H), 6.89(d, J=7. 8Hz, 1H), 
6.79(dd, J=7.8, 0.9Hz, 1H), 5.95(dd, J=4. 5, 4. 5Hz, 1H), 4. 17 (t, J=6. 6Hz, 
2H), 3. 82-3. 70 (m, 2H), 2. 99 (sept. , J=6. 9Hz, 1H), 2. 89 (t, J=6. 6Hz, 2H), 
2. 76-2. 66 (ra, 4H), 2. 28-2. 16 (m, 2H), 2. 25 (s, 3H), 1. 31 (d, J=6. 9Hz, 6H)„ 

10 mmmz o) 

2- (5- (2- (2- {A-^3-;v\f^*?i/- i -5-*<7su 
;V- 4— iM -3, 4-v?t Kot7^i/y-i-^ 



15 




TLC : Rf 0. 26 9 S —>V : fHft^^vl^l : 5) ; 

NMR(CDC1 3 ) : 5 7. 12 (dd, J=8. 1, 8.1Hz, 1H), 6.88(d, J=8. 1Hz, 1H), 
6.80(d, J=8. 1Hz, 1H), 5.95(brt, 1H), 4.22(t, J=6. 6Hz, 2H), 3. 76 (t, 
20 J=6.6Hz, 2H), 3.40(brt, 4H), 2.96(t, J=6. 6Hz, 2H), 2. 76-2. 67 (m, 4H), 
2.50(brt, 4H), 2.33(s, 3H), 2.26(s, 3H), 2.26-2. 17 (m, 2H) Q 
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mmm3 u) 

2- (5- (2- (2- (t'^yv^-l — (/Is) -5-^W7^/W 
-4-^/1/) ccfdf-iy) —3, Knt7^l/y-l-^;u) 

5 




TLC : Rf 0. 27(^=¥i^^ : @£^c^vl'=2 : 1) ; 

NMR(CDC1 3 ) : 5 7. 12 (dd, J=7. 8, 7. 8Hz, 1H), 6. 88 (d, J=7. 8Hz, 1H), 
6.81(d, J=7. 8Hz, 1H), 5. 95 (dd, J=4. 5, 4. 5Hz, 1H), 4.2l(t, J=6. 9Hz, 2H), 
10 3. 75 (m, 2H), 3. 36 (ra, 4H), 2. 96 (t, J=6. 9Hz, 2H), 2. 77-2. 68 (m, 4H), 2.25(s, 
3H), 2.27-2. 18 (m, 2H), 1.72-1. 53 (m, 6H) 0 

j»ffJ3 (5) 

3- (5- (2- (2- (4 — *J-)V~7 — 5 — * ^JV^r^-j 

15 — ^h^v-) —3, 4-^t Kot7^uy-i — fA-) zfu/< 




TLC : Rf 0. 55 (g^ai^/U- : ^dr^>-=2 : l) ; 
20 NMR(CDC1 3 ) : 8 7.86(d, J=8. 1Hz, 2H), 7.23(d, J=8. 1Hz, 2H), 7. 12 (t, 
J=7.8Hz, 1H), 6.91(d, J=7.8Hz, 1H), 6.80(d, J=7. 8Hz, 1H), 5. 90-5. 84 (m, 
1H), 4.25(t, J=6.6Hz, 2H), 3.68(t, J=6. 6Hz, 2H), 2.99(t, J=6. 6Hz, 2H), 
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2.71(t, J=7.8Hz, 2H), 2. 52 (t, J=7. 8Hz, 2H), 2.39(s, 3H), 2.36(s, 3H), 
2. 24-2. 14 (m, 2H), 1.78 (quint, J=7. 8Hz, 2H), 1.58(s, 1H)„ 

5 2— (5— (2- (2- (4 
Tir h7;wft K 

10 ^2t#iJ 3^5tbfc<b^ (1.20g) (D^m^^ (12ml) ^iU?v? 
p< ^/l^/l^dr^ K (5. Om 1 ) ©i^MCi?^ y fcVl^^vKT $ 1/ 

(2. 7m i ) izmtl, =mmM • tr u s?^mt a. 25 g ) ^/u^u^ 

*riS K (6. 5m 1 ) WR*- 1 OtT^TU - 1 0°CT 2V$mffl¥ bfc„ R 

m<&m (i.57 g ) ^#fc Q #e>tL/c^#i{i»^i-5r <b^<^R^^ 

TLC : Rf 0.60(-^^r-^^ : g£^^vU=2 : 1)„ 

20 m»i4 (i) ~mmm± u) 

HJfeM 3 X'WmisfZ<k&ytKDftfr> *)KmMM3 (l) ~H»!l3 (4) -e 
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mmM4 (i) 

2- (5- (2- (2- - 5 — * ^/M"^;/— A" 

-4—1' A') -3, KPt7^1/y-l-^) Tir h 
T/wft K 



5 




CHO 



TLC : Rf 0. 58 (^^r-^^ : @^ai^vu=2 : l) ; 

NMR (CDClg) : 6 9.63(t, J=l. 5Hz, 1H), 7. 86 (d, J=8. 1Hz, 2H), 7. 24 (d, 

J=8. 1Hz, 2H), 7. 12 (dd, J=7.8, 7. 8Hz, 1H), 6. 83 (d, J=7. 8Hz, 1H), 6. 73 (d, 

10 J=7. 8Hz, 1H), 6. 02 (t, J=4. 5Hz, 1H), 4.25(t, J=6. 6Hz, 2H), 3.43(m, 2H), 

2.98(t, J=6. 6Hz, 2H), 2.78(t, J=8. 4Hz, 2H), 2. 38 (s, 3H), 2. 36 (s, 3H), 
2. 31 (m, 2H) C 

mmm* (2) 

15 2- (5- (2— (2 T tTA'— 5— ;* ^Vl^^y*— )V- ± ( /U) 

x.h^is) -3, 4-v?tKPt7^^-l-^) TthT/iTt K 




20 TLC : Rf 0. 62(^3-^ : Bfcg^^v^l : D ; 

NMR(CDC1 3 ) : 6 9.64(t, J=2. 4Hz, 1H), 7. 12 (dd, J=7. 8, 7. 8Hz, 1H), 
6.81(d, J=7. 8Hz, 1H), 6.73(d, J=7. 8Hz, 1H), 6.03(dd, J=4. 5, 4. 5Hz, 1H), 
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4. 18 (t, J=6. 6 Hz, 2H), 3. 48-3. 40 (m, 2H), 2. 99 (sept., J=6. 9Hz, 1H), 2.89(t, 
J=6.6Hz, 2H), 2.77(t, J=8. 1Hz, 2H), 2.36-2. 16 (ra, 2H), 2.25(s, 3H), 1.3l(d, 
. J=6. 9Hz, 6H) 0 

5 mm&U (3) 

2- (5- (2- (2- (4-^^/t-t°-<7^^- 1 -- iVU) -5-p<^ 
/u- 4 — fyu) ^hdr-» -3, 4 -^fc Kn l^V- 1 ->f 




TLC : Rf 0. 25 * y — ^ : f^gg^^-/i^=i : 5) ; 

NMR(CDC1 3 ) : 5 9.64(t, J=2. 4Hz, 1H), 7. 12 (dd, J=8. 1, 8. 1Hz, 1H), 
6. 82 (d, J=8. 1Hz, 1H), 6. 73 (d, J=8. 1Hz, 1H), 6.03(brt, 1H), 4.22(t, 
J=6. 9Hz, 2H), 3.46-3. 37 (m, 6H), 2.96(t, J=6. 9Hz, 2H), 2. 78 (dd, J=8. 4, 
15 8.4Hz, 2H), 2.51(m, 4H), 2.34(s, 3H), 2.26(s, 3H), 2. 34-2. 23 (m, 2H) C 

(4) 

2- (5- (2- (2- (fc'^y i 

-4— (M ^b^-is) -3, 4-^kFot7^1/y-l — fViO r-fe b 
20 TVl^fc K 
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TLC : Rf 0.57(^drf-^ : As=2 : l) ; 

NMR(CDC1 3 ) : 8 9.64(t, J=2. 7Hz, 1H), 7. 12 (dd, J=8. 1, 8.1Hz, 1H), 
6.82(d, J=8. 1Hz, 1H), 6.72(d, J=8. 1Hz, 1H), 6. 02 (dd, J=4. 5, 4. 5Hz, 1H), 
4. 22 (t, J=6.9Hz, 2H), 3. 44 (m, 2H), 3. 36 (m, 4H), 2. 96 (t, J=6. 9Hz, 2H), 
5 2. 78 (dd, J=8. 1, 8.1Hz, 2H), 2. 36-2. 26 (m, 2H), 2.25(s, 3H), 1.72-1. 54 (m, 
6H) 0 

2 8 

2- (4-v^ xi^^^y;vy ^^JV) -4- (2- ((5- (2, 2-v^h 
10 drv-^^vlO -7, 8-^tKnt7?^-l-^/V) ^^i/) 
- 5 tf-JVJr*^/— JV 




1 5 mm\ 4 -esjs L/c^^^>^ ^ j (7. 8m i ) mm?, p-b ->^m ■ 

Tkmm ( 3 0 0 m g ) &MtL. 9 O °CX* 3 B#IH8E# Lfc 0 g?S.£ T?#*PfL 

20 1 5 : l->9 : 1) TfflHSU TfafetMSr^SOT-ffc^ (1.04g) £r 
TLC : Rf 0. 38(^r1*-^ : ifcSI^^Vl/=5 : 1) ; 

NMR(CDC1 3 ) : 5 7. 94-7. 84 (m, 2H), 7. 30-7. 22 (in, 2H), 7. 12 (dd, J=7. 8, 
7.8Hz, 1H), 6.93(d, J=7. 8Hz, 1H), 6.79(d, J=7. 8Hz, 1H), 5.97(t, J=4. 5Hz, 
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1H) , 4. 64 (m, 1H), 4. 25 (t, J=6. 6Hz, 2H), 3. 74-3. 58 (ra, 2H) , 3. 52-3. 38 (m, 
2H) , 2.98(t, J=6.6Hz, 2H), 2. 80-2. 64 (m, 4H) , 2. 53 (ra, 1H) , 2. 35 (s, 3H), 
2. 26-2. 14 (m, 2H) , 1. 96-1. 70 (m, 5H) , 1. 52-1. 20 (m, 5H) , 1. 16 (t, J=6. 9Hz, 
6H) 0 

m^M 2 9 

3- (5- (2- (2— (4 — X2^3c*/?V7 zt.^;V) — 

^rV—;V- 4 — f/P) aif^vO 3, Knt7^I/y-l-^f;l/) 




m^m 2 (i. oo g) (om^^^^y 0.5ml) mmz- 

>"ffc hV * ^JVis V ^ (0. 76m 1 ) £5 £TJ*H:7 ;y y^/l^m. 

15 (o. i4m i ) mux 1. 5 mmmw\^tc 0 Rmm^-m^mm^m-r 

n-^ Y-?=7-7 4— ^iJ-^- : m^^/^l O : l-»7 : 1) -CffrSU 
TIBWM^W-r^m^^M^^ (8 3 7 mg) <Sr#7c 0 #fe*Lfcft; 
20 ^^ISM-ra :i)5:< ^KiS^v^c 

TLC : Rf 0. 27 (—^1^^ : i^^3i^W=5 : 1) ; 

NMR(CDC1 3 ) : 8 7. 94-7. 84 (m, 2H), 7. 32-7. 22 (m, 2H), 7. 14 (dd, J=8. 4, 
8.4Hz, 1H), 6.88-6. 76 (m, 2H), 6. 09 (t, J=4. 5Hz, 1H), 4.32-4. 18 (m, 3H), 
3. 80 (m, 1H), 3.48(m, 1H), 3. 10-2. 44 (m, 7H), 2.36(s, 3H), 2. 32-2. 10 (ra, 
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2H), 1.96-1. 70 (ra, 5H), 1.52-1. 14 (m, 8H)< 



2 — ai h ^cis— 3 - (5— (2— (2— (4 — n^^cX/JV? — 
5 -ff-flsitr*^/*- jv— 4 — <;v) ^h^f-v) -3, Kcf7^ 
u-y— 1 — f/P) T/n^^gg? 




##09 2 9 X~mm Irftfc&yKD^fi S (llml) Wfcte. 5 NTkmit 

10 ^ h y ^AtKSSSR (3.8m 1 ) ZMx., 9 O^TM^m^L-fCo ^ia^TNfr 

A^n-^r h^77>f- bo*M : — 12:1) ^11, 

15 TIB^tt#:SrW-t-5^W^^ ( 6 7 6 m g ) 

TLC : Rf 0. 42(^nn : ^ ^ J — /V=8 : 1) ; 

NMR(CDC1 3 ) : 5 7. 94-7. 84 (m, 2H), 7. 32-7. 22 (m, 2H), 7. 13 (dd, J=7. 8, 
7.8Hz, 1H), 6.96(d, J=7. 8Hz, 1H), 6.80(d, J=7. 8Hz, 1H), 5.98(t, J=4. 5Hz, 
1H), 4.24(t, J=6.6Hz, 2H), 4. 04 (dd, J=8. 7, 4. 2Hz, 1H), 3.54(m, 1H), 
20 3.43(m, 1H), 3.06(m, 1H), 2. 99 (t, J=6. 6Hz, 2H), 2. 90-2. 44 (m, 4H), 2. 35 (s, 
3H), 2. 26-2. 12 (m, 2H), 1. 96-1. 68 (ra, 5H), 1.52-1. 16 (m, 5H), 1. 12 (t, 
J=6.9Hz, 3H) 0 



6 (1) 



mm 6 (4) 
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^&4-vm&i,itfc&to<Dftfr*)iz.mffiM4 (i) ~4 (4) -vmski, 
5 mmme m 

2-^h^rv--3- (5- (2- (2- ( 4 - ^ *f-}V~7 * - 5 _^ 
/l-^-=3ri^y— ;V-A~4 As) xb^^) -3, 4-i?t Kot7^Vy-l 



10 




TLC : Rf 0.42(^nD7^;l/A: ^^y— /l^=10 : 1) ; 

NMR(CDC1 3 ) : 8 7.86(d, J=8. 1Hz, 2H), 7.23(d, J=8. 1Hz, 2H), 7. 14 (dd, 
J=7.8, 7.8Hz, 1H), 6.96(d, J=7. 8Hz, 1H), 6.82(d, J=7. 8Hz, 1H), 5.98(t, 
15 J=4.5Hz, 1H), 4.26 & 4. 25 (each t, J=6. 6Hz, total 2H), 4.04(dd, J=9. 0, 
3.9Hz, 1H), 3.49(m,2H), 3.08(m, 1H), 2.99(t, J=6. 6Hz, 2H), 2. 86 & 
2. 81 (each t, J=6. 6Hz, total 1H), 2. 72-2. 52 (m, 2H), 2.38(s, 3H), 2.36(s, 
3H), 2. 21 (m, 2H), 1. 12 (t, J=6. 9Hz, 3H)„ 

20 mmme (2) 

2 —=c h^ris- 3 - (5- (2- (2— f V?n 5 -^^/U^^-y 

— (/U) a^h^riy) -3, 4-i/tKnt7^Vy-l — f/i^) 7" 
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TLC : Rf 0. 42(^nn fcjUA. : * # J — /U=8 : 1) ; 

NMR (DMS0-d 6 ) : 8 7.07(dd, J=7. 8, 7. 8Hz, 1H), 6.98(d, J=7. 8Hz, 1H), 
5 6. 81 (d, J=7.8Hz, 1H), 5. 85 (dd, J=4. 2, 4. 2Hz, 1H), 4.09(t, J=6. 3Hz, 2H), 
3. 74-3. 46 (m, 2H), 3. 13 (ra, 1H), 3. 02-2. 56 (m, 5H), 2. 54-2. 30 (m, 2H), 
2. 18 (s, 3H), 2. 16-1. 94 (m, 2H), 1.20(d, J=6. 6Hz, 6H), 0.92(t, J=6. 9Hz, 
3H) 0 

10 fOSffl6 (3) 

2-^h*iy- 3 - (5- (2- (2- (4-^/l/k^7^-l — ( /V) 
-5—*^-jV=f-TV—)V-A-4>^) ^h^vO -3, 4-^fc Kat7^ 

ui/— i — r^> ^o^vk 



15 




TLC : Rf 0. 35 n a TivuA : * $ J — yU=5 : 1) ; 

NMR(CDC1 3 +CD 3 0D) : 5 7. 11 (dd, J=8. 1, 8.1Hz, 1H), 6.99(d, J=8. 1Hz, 1H), 
6. 77 (d, J=8. 1Hz, 1H), 5.98(dd, J=4. 2, 4. 2Hz, 1H), 4. 22 (m, 2H), 3.98(dd, 
20 J=9. 0, 4. 5Hz, 1H), 3. 66-3. 46 (m, 5H), 3. 44-3. 32 (m, 1H) , 3. 02-2. 45 (m, 10H), 
2. 52 (s, 3H), 2. 27 (s, 3H), 2.22-2. 10 (m, 2H), 1. 10 (t, J=6. 9Hz, 3H)„ 
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mmme u) 

2 -J- h^ri/- 3 - (5 - (2- (2- (fc^U v 5 ^- 1 -^/P) -5-^ 
^7^-4-^^) zch^i/) -3, 4-^tKnt7^l/y-l 
5 >fA0 ^n/^gfc 




TLC : Rf 0. 45(^nn Tfc/l^A : p< —71^=10 : 1) ; 

10 NMR(CDC1 3 ) : 8 7. 12 (dd, J=8. 1, 8.1Hz, 1H), 6.94(d, J=8. 1Hz, 1H), 

6.79(d, J=8. 1Hz, 1H), 5.98(dd, J=4. 5, 4. 5Hz, 1H), 4. 20 (ra, 2H), 4.03(dd, 
J=9.0, 3. 9Hz, 1H), 3. 55 (m, 1H), 3.41(m, 1H), 3. 37 (m , 4H), 3.06(m, 1H), 
2.97(t, J=6.9Hz, 2H), 2.82(ddd, J=15. 9, 7.5, 7. 5Hz, 1H), 2. 74-2. 51 (m, 
2H), 2.24(s, 3H), 2. 25-2. 14 (ra, 2H), 1.72-1. 55 (m, 6H), 1. 12 (t, J=6. 9Hz, 

15 3H)„ 



WJ7 

2-zr. h^ris- 3 - (5- (2- (2- {A — t^jV? z^=.;V) — 
jVikZc^J—jV-A-^tV) z^h^ci/) -3, 4-v?t Kot7^l/y-l 
20 — (M /a^VT5 K 
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3- (5- (2- (2- (4-^^VK7c*~/U0 

och^ri/) 3, 4-i?kKot7^l/y-l — f^) —2- 
h hVsls (146mg ; 4 T»»36bfcfl2^*©ft*3 

5 t) &-H«J 4(1) -^Siat Lfcfc^£/B^T. ###J 2 8 ^###] 29 t 

mm<oWimztfvxgm^tc) <o^?j~>v umn is^f^tKn 

77V (4ml) <Dm-&-mWt\Z.5Nfcm\:-}- h V I7i*7k^$e (0.66ml) & 
T*«iL7t 0 *3R»tSr 1 Nt£^T«4K Lfc^, ^x^ux-r/^iffiL 

/k=5 0 : l-*30 : l) Tit§£L7~ 0 «fct)^ 
^fy©il^lT'SMt^ TIB#?ttfit^W-rS^W^^ (7 5mg) 

15 TLC : Rf 0. 63 (^ n n /frA'A : ^ 10 : 1) ; 

NMR(CDC1 3 ) : 8 7.86(d, J=8.4Hz, 2H), 7.23(d, J=8. 4Hz, 2H), 7. 14 (dd, 
J=7.8, 7.8Hz, 1H), 7. 04 (d, J=7. 8Hz, 1H), 6. 81 (d, J=7. 8Hz, 1H), 6.55(br 
s, 1H) , 5. 97 (t, J=4. 5Hz, 1H) , 5. 37 (br s, 1H) , 4. 26 & 4. 25 (each t, J=6. 6Hz, 
total 2H), 3.88 (dd, J=9. 6, 3.0Hz, 1H), 3.41(m, 2H), 2. 98 (t, J=6. 6Hz, 2H), 

20 2. 89 & 2. 84 (each t, J=6. 6Hz, tatal 1H), 2. 62-2. 48 (m, 2H), 2. 38 (s, 3H), 
2. 36 (s, 3H), 2.22(m, 2H),1.07(t, J=6. 9Hz, 3H) D 

m^m 3 0 

N- 1 — * h^^h^-is) -3- (5- (2- (2- (4 

25 —^^~)\<yz^^)V) —§—J.^-)V2r*c^/—)\'—A-^)\'') xh^) —3, 

4->?kFot7^vy-i-^) T'n/^yr? K 
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mMM2X*mm^fz.{t<e?!%) (2 0 8mg) feii;2-7?/t^-2- 
5 ^ h^v-^n^i/ (57.7mg) ©^^f;^;l/A7? K (5ml) »1 
-ai^vP- 3 - ( 3 - it* ^/UT ^;^n JjsUtSz?^ * p . ( i 

1 5mgK 1-t Kn^v-<y)/h!J7y^ (8 lmg) isXlfhV^ 

y~,u=5 0 : l) -tfWtUU TteWttttSr^ri-StRa-fb-fr* (2 3 9mg) 

TLC : Rf 0.44(^DB Jfr/^A : * $ J — /l^=10 : 1) ; 
15 NMR(CDC1 3 ) : 5 7.86(d, J=7. 8Hz, 2H), 7. 55 (s, 1H), 7.23(d, J=7. 8Hz, 2H), 
7. 13 (dd, J=8.4, 8.4Hz, 1H), 6.88(m, 2H), 6.81(d, J=8. 4Hz, 1H), 5.92(ro, 
1H), 4.24(t, J=6.6Hz, 2H), 3.24(s, 3H), 2.98(t, J=6. 6Hz, 2H), 2.95(s, 
3H), 2.88(s, 3H), 2.80(m, 2H), 2.70(t, J=8. 1Hz, 2H), 2.38(s, 3H), 2.36(s, 
3H), 2. 17 (m, 2H) 0 

20 

N-tKo^-3- (5- (2- (2- (4-^^-/1/^^—^) -5-^ 
.^/Uj-^-U-y— — f/u) ^h*-» -3, 4-i?t: Knt7;? 
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3 O -CSlaf Lfc-ffra^fc (2 3 9mg) <T>**J—Ar (2ml) 
5 N^fcTKSI— ^^f-^^SK (1. lm 1 ) SrJPjfc^ »*C 1 BtWJJfci* bfc. 

felftL, T»«ttlftSr*rt : **3SWfl2'a* (40mg) £#fc 0 ' 
TLC : Rf 0. 48 P nafr/l^ : 9 J — /U=10 : 1) ; 

NMR (DMSO-d 6 ) : 6 10.35(s, 1H), 7.79(d, J=8. 4Hz, 2H), 7.29(d, J=8. 4Hz, 
10 2H), 7. 13(dd, J=8. 1, 8.1Hz, 1H), 6.88(m, 2H), 5.82(m, 1H), 4. 19 (t, 

J=6.3Hz, 2H), 2. 91 (t, J=6. 3Hz, 2H), 2.67-2. 53 (m, 4H), 2.34(s, 3H), 2. 33 (s, 
3H), 2. 15-2. 03 (m, 4H) Q 

mmm9 

15 N-tKP^>-2- (5- (2- (2- (4 — * f^x-A') — 5-^ 

/W-4 — ^h=3ri/) -3, 4-i?tKPt7^Wy- 
1 — f/l/) Ti?^ 5: K 




20 

njfe^ 2 -eMit \,*-\k&W(D\xt> v 2 (26) -casus vtite&w 
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TLC : Rf 0. 36 n a Tft/UA : ^ 7 — ;v= 10 : 1) ; 
NMR(DMS0-d 6 ) : 5 10.47(s, 1H), 8. 73(s, 1H), 7.79(d, J=8. 1Hz, 2H), 
7. 29 (d, J=8. 1Hz, 2H), 7.09(dd, 1=7.8, 7. 8Hz, 1H), 6.89(d, J=7. 8Hz, 1H), 
5 6.88(d, J=7.8Hz, 1H) , 5. 91 (t, J=4. 5Hz, 1H), 4. 18 (t, J=6. 3Hz, 2H), 3.07(s, 
2H), 2.91(t, J=6.3Hz, 2H), 2.59(t, J=8. 4Hz, 2H), 2.34(s, 3H), 2.33(s, 
3H), 2. 13 (m, 2H) 0 

MMffl 1 O 

10 3- (5— (2- (2- {A-*^-)V~7 zz.~;v) - 5 ^/U^^y— ;V 
3ihdfv-) -3, \?X2~r~7# 1 — 

W O^CH 3 
15 

tk^tt. mmmzx^mmi'tz.fc&m (6 2 5m g ) ©it^^i^ (1 5 
m 1 ) mmmzmttt^ v ^ (1. 31m 1 ) ^^^^7 ^ f ( 1 

ve*^Ufc 0 #e>ttfc^--l , /^«T7 i hvt Kn77V (1 5ml) $£$g$?U 
20 tR7£T> 2 8%T^=T7ktrefeC0^t^^^C5^^n^ N 3 O^ffOif 

m (4 0 8mg) £#fc„ #e>^-fb^f*3»M-t-S-i:^<^o^^ 

TLC : Rf 0. 38(^co : * ^ y — ^= 10 : i) ; 
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NMR(DMS0-d 6 ) : 5 7. 78 (d, J=8. 4Hz, 2H), 7. 29 (d, J=8. 4Hz, 2H), 7. 13 (dd, 
J=8. 7, 8.7Hz, 1H), 6. 92-6. 85 (m, 2H), 6. 73 (br, 1H), 5.82(t, J= 4. 5Hz, 1H), 
4. 18 (t, J=6. 3Hz, 2H),2. 91 (t, J=6. 3Hz, 2H), 2. 62-2. 52 (m, 4H), 2. 19 (m, 2H), 
2. 07 (m, 2H) 0 

5 

3 1 

3- (5— (2- (2- (4 -^^-;vy a^=.;V) - 5 — * ^fV^^-^-J— )V 
-4-4^) ^h%-» -3, 4-v>fc YvT^Z 1 — > f^) 

10 




i o -e«36 L^b^^^f-^ d5mi) t°y^y 

(36 3/i 1 ) *5<fcrJ« h y y/Vjrum^. (4 2 3m 1 ) SrJtoxL, MT'l^ 

m^^=4 : i) ti*mu Tummu^-tzMMfc&m (5 3 3m g ) 

20 TLC : Rf 0. 48(^3r1f->' : i^^/^2 : 1) ; 

NMR(CDC1 3 ) : 6 7. 86 (d, J=8. 4Hz, 2H), 7. 26 (d, J=8. 4Hz, 2H), 7. 14 (dd, 
J=7.8, 7. 5Hz, 1H), 6.83(d, J=7. 5Hz, 1H), 6. 77 (d, J=7. 5Hz, 1H), 5.98(t, 
J=4. 5Hz, 1H), 4.25(t, J=6. 6Hz, 2H), 2,98(t, J=6. 6Hz, 2H), 2. 82-2. 68 (m, 
4H), 2. 53 (t, J=7.8Hz, 2H), 2. 38 (s, 3H), 2. 36 (s, 3H), 2. 24 (m, 2H)„ 
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5- (2- (5- (2- (5-^^/1^-2- (4-*?-;V7^~jV) Jr^y- 
>A_ /V _4_^ /k ) ^hdri/) -3, 4-v?fcKnt7;5'Wy-l-^/k) 
5 =c^->V) - 1 h 7 ^ 



3 1 -efiBt Vtcit&M (212mg) (DbyV-^V (5ml) 
Tv 5 K h P * fA&Zs ( 1 6 3 m g ) SrJp'it^ T/I^=f^^^T> 6 

(8 3mg) £r#fc 0 
TLC : Rf 0. 43(^un tJvWA \ J — 7V=10 : 1) ; 

NMR(DMS0-d 6 ) : 5 7.79(d, J=8. 1Hz, 2H), 7.29(d, J=8. 1Hz, 2H), 7. 15 (dd, 
15 J=7.8, 7.8Hz, 1H), 6.94(d, J=7. 8Hz, 1H), 6.92(d, J=7. 8Hz, 1H), 5. 81 (d, 
J=4. 5Hz, 1H), 4. 19 (t, J=6.6Hz, 2H), 3. 02 (m, 2H), 2. 91 (t, J=6. 6Hz, 2H), 
2.8l(t, J=7. 5Hz, 2H), 2. 54 (t, J=8. 4Hz, 2H), 2.33(s, 6H), 2.04(m, 2H) C 

&*£M 3 2 

20 ((5-^ h^->* h^f-v--3, Kd^^^U^- 1 — (M ff-M 
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###Jl 4-?i£i£Ufc<rb^ (400mg) ©x^/-/!/ (1. 5m 1 ) £5$ 
t-r o yg- ^xf^x^f/KO. 28m 1 ) & cfcOT" h U h^KCO. 55 

m U 2.6M in EtOH) SrflDx^ 8 0tT*3 0#WJ£#L;fc:„ ^$&*-CJfr*P& N 

TLC : Rf 0. 64 (—^-^^ : @fc^^v^=2 : l) c 



##gi] 3 3 

((5t Kn^y-3, 4— Kot7^ i/y- 1 — fx-) ^f/i') vpy 



tK^T. #%M 3 2 T»Mi£ V1t<k&VlKD^* y —fr (5m 1 ) igafclz: 4 N 
*ttftrfc*-HH»*^^»iR (0.7ml) ^Jnx.. M-C— 8feflE#Lfc«, K/ftS 

20 mSt^^=l 0 : l->5 : 1) Ti*®*U TIB4»^£W^5^fc^ 
(4 2 8m g) £r#fc 0 
TLC : Rf 0. 43(^3r-9-y : ^^^f-;V=2 : 1) ; 

NMR(CDC1 3 ) : 5 7. 06 (d, J=7. 8Hz, 1H), 6.86(d, J=7. 8Hz, 1H), 6.70(dd, 
J=7.8, 0.8Hz, 1H), 5.93(brt, J=4. 6Hz, 1H), 5.27(brs, 1H) , 4. 19 (q, J=7. 2Hz, 
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4H), 3.63(t, J=7. 8Hz, 1H), 3.06(dd, J=7. 8, 1. 0Hz, 2H), 2.67(t, J=7. 8Hz, 
2H), 2.28-2. 15 (m, 2H), 1.25(t, J=7. 2Hz, 6H) 0 

##M 3 4 

5 ((5- (2- (5 -fJ-)V— 2 - ( < 4-*'?-jV7^~;V) Jr*y-y— ;V- 4 
--f^) cch^V) -3, 4-i>t Ko^-^^ i;V) f3-;V) >v 



#%M 3 3 t?»Bft Lfcfl^ft ( 4 5 6 m g ) jo <t tfifc%M 2 7 t?«3& Lfc 
fc-^ (3 7 3mg) (D^-ffc^t^ (10ml) ^^^ N hy^^/i^ft 
7^-74^ (56 1mg) :££t>*l, 1' - (7y^*/^=;>) ^tViJi? 

> (5 3 9m g ) ^n^i, mm^— mnwvfro ^m^-m^mmv, mm. 

!J^W7A^nyf^77^- (^^i^^ : ^^^jv= 6 : 1) ^if* 

TIB^^tt^Wi-^^lMYt;^ (4 2 2mg) 3rf#fc 0 
TLC : Rf 0. 54(^^1^-^ : @f^c^/k=2 : 1) ; 
20 NMR(CDC1 3 ) : 6 7.86(d, J=8. 1Hz, 2H), 7.23(d, J=8. 1Hz, 2H), 7. 13 (dd, 
J=7.5, 7.5Hz, 1H), 6.88(d, J=7. 5Hz, 1H), 6. 81 (d, J=7. 5Hz, 1H), 5.91(t, 
J=4.5Hz, 1H), 4. 29 (t, J=6. 6Hz, 2H), 4. 17 (q, J=7. 2Hz, 2H), 4. 16 (q, 
J=7.2Hz, 2H), 3. 59 (t, J=7. 5Hz, 1H), 3.05(t, J=7. 8Hz, 2H), 2.98(t, J=6. 6Hz, 
2H), 2.38(s, 3H), 2.35(s, 3H), 2. 16 (m, 2H), L23(t, J=7. 2Hz, 6H) C 




O^X>^.CH 3 
^K^O CH 3 
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mmm i 2 

4- ((5- (2- (5-^^/1^-2- (4-^^/uy^^=./u) Jr^y-Vsv 

5 -ry^-^-^yi;^v-3, 5--^^ 




t Ko^r^y • (87.5mg) <D$£tM 9 J — A> (l Om 1) 

10 $£K N T^^^ftiTR th!J!)A^f-7-h©^^y-/* (5 4 
2 ^ K 2 5 w t %) ^Anx., M-C5^WJ«#b^. LfCo 
TVw^ytf^atfftlN Sm^m^M 3 4 "C«t Lfcffc"^ (4 34mg) © 
i*fh7t Kn77> (5ml) ^Sr^D^ 6 0°CT^ 6 H#fl3«# bfc c 

15 vvWo .fctJ^ h7t KD77 >-©a^t»«ET»*6ffl Ufco ttffi?£%4£7M»^ 

&m-rz&mwfc&%i a 2 3m g ) &#fc„ 

TLC : Rf 0. 36 (^ n n ^/UJ* : 9 J : g£^=20 : 2 : 1) ; 
NMR(DMS0-d 6 ) : 5 7.79(d, J=8. 4Hz, 2H), 7.29(d, J=8. 4Hz, 2H), 7. 12 (dd, 
20 J=7.8, 7.8Hz, 1H), 6.98(d, J=7. 8Hz, 1H), 6.89(d, J=7. 8Hz, 1H), 5. 66 (t, 
J=4. 5Hz, 1H), 4. 18 (t, J=6.3Hz, 2H), 3.08(brs, 2H) , 2.91(t, J=6. 3Hz, 2H), 
2. 56 (t, J=8. 1Hz, 2H), 2. 33 (s, 3H), 2. 32 (s, 3H), 2.09(m, 2H) Q 
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mmmi 

5 -3— (5- (2- (2- U-^A-^o^/W) - 5 _^^ /U ^^-y_ 
>l.-4 — ^h^i/) -3, 4 — Knt7^ I'V— 1 — ^/l^) r7"n 

^ 5.0g 

• *^#^^^^/l^;l/a^*/W>!7A (#§3g£iJ) 0.2g 

•^fTD^v^i/^ mmm) o.i g 

10 ''$m&^^K—* 4. 7g 



mmm 2 

• 3— (5- (2— (2— (4 — *J-;\s-7*.~/V) — 5 — ^ ^/^^i^y'— 
^-4 — f/u) ^chdrix) -3, 4-^tKnt7^i/y-i — {M y>xi 

2.0g 

20g 

20 -^©tK ••••1000ml 
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i . -m^ ( i ) 



5 




Y{l(l)-0-£, *fcfi(2)-s-2£«:^fc>U 
10 ZttCl-^TA^t^gSr^bU 

Att(l)-0-£ % 4fctt(2)-S-S**^U 

R'fKDCOOR 5 !, (2)CONH 2 l, (3)CONHOHS, (4)CH 2 OH 
(5)CHOS, (6)lH-fh7/-^-5-^/H, ^fc«(7)3, 5- 

15 R 5 «(1)tK*^. *fcl4(2) C 1 ~ 8 7M;uSS:$fc U> 

R 2 3o <fctKR 3 tt-tn-eHafiic tT> (1) 7k* JDK-Tn (2) C 1 ~ 8 T/U^m, 
(3) C 1 ~ 8 T;Vvj. drv-^ ^ fcfct (4) 7 *=A*T»flHfe**Lfc: C 1 ~ 8 TA' 

R 4 fi(l)7K*^. *fctt(2)C l~87M/H^i^U 
20 DteD\ D 2 , *fcteD 3 £r*^U 
D Mi 
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ring lit— U&frft'£&&mQ£lnT^Xh£^C3~ 1 0£>l^£fc 
5 D 2 fcfc 




m^fcfiz:^^^ a^T y — ;v^mt> U 
D 3 liCl~8 TA'^/l'SSr^fc? U 

R 6 fi(l)7K^^ (2)Cl~8m/H, (3)= haS. (4)NR 7 R 8 I, 
(5) /n a ^jfj§W^ (6) C 1 ~ 8 T/Wndr^ (7) C 1 ~ 8 TVl^/l^;*-^ 

15 (8)cf 3 S, (9)cf 3 oS, (io)—^tcn^M^ma^fix^xh^c 

3-10 O^^fcf^-m^^T y -vK *fcfi(ll)^m^ 

3m&$&$u£tiX^X h «tV> 3 ~ 1 Ol©^lttiiZi^rni7 V — 
sis&mio U 

20 R 7 £}£TJSR 8 te, ^^^b-C(l)7R*ll-?-, ^fc«(2)C l-T/U^ 
mfil~3^fc>-f- 0 ) 
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2. D^D^^U ^OR O O R 6 S^t>1H^O«l 1 Et©- 

(i) -e^^tis^t Knt7^i^yi«^ ^fc{«ttfe(D^ 

5 3. D^D^^frU ^OR^SCONHjS, CONHOHl, CH 2 OH 
m, CHOI, lH-7f7/^-5-« £fcf±3, 

10 4. Dfl*D z «r^fc>U ^R^SCOOR^ifet^OlffllEtO- 

5. D^D 2 ^r^b, ^OR X ^CONH 2 £ N CONHOHS, CH 2 OH 
15 CHOS, lH-Tb7^-5-^/H, *fcf*3, 5-v^^y 

y^iJ-y y ^ - 4 ->r /ussr«*?-t-»3ft©*5ffl 1 iam<z>— ( i ) t» 

7. DJ9*D 8 ***>U i^OR^CONHjS, CONHOHi, CH 2 OH 
CHOI, lH-Tf7^-5 — S:fcW:3, 

25 >fyt*f/y ^-4 — (;i>m&mt>-f%}i'£<D%ffliwM,<D— ts&t (D t? 
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1) 3- (5- (2- (2— (4-^^7i=;V-) - 5 - * ^/U^-^ 
y*—;V-4 f/U) ^h*ci/) —3, 4-^tKnt7^I/y-l-^f/U) 

2) 3- (5- (2- (2-^^/1/- 5 - ^/^J-3r1?-y—;U- 4 -4 
/U) a^h^-iy) —3, 4-v?t KDt7^l/y-l-xf/i/) 

3) 3- (5- (2- (2— (4-t-7*f;l'7x^) -5-^^/^ 
10 A*— 4—4 M a^h^r-» -3, 4 — Kot7^ l 

4) 3- (5- (2- (2- (4-^^7?y ~7 a^=- ;V) -5-^ 
/^^1hy N — /U- 4 — f'/UO ^h^V) -3, 4— S^fc: Kot7^ H'— 1 

15 5) 3- (5— (2- (2— (4-h!J7^tn^f^7x=/U) -5- 
^^/v^-^y— A*— 4—' (SU) ^h*ciy) -3, 4-^tKot7^Wy 
-1 — f/u) zfx^^^m • J^/i^n;*7VK 

6) 3- (5- (2- (2- (4- hU 7^tB^f^V7x=^) 
— 5—^ ^/^^fihy— 71^—4 — f/v) o^hdrix) —3, 4— '^t Knt7 

20 1 — f/l<0 7°n^y^ • ^/Poc^tvi^ 

7) 3- (5— (2- (2— U-^fVUo^^A') —5—^^/^=^^ 

(/U) xh^» -3, 4-v i tKot7^l/y-l — f/l/j 
7o/^yi • ^^-yl/cn j?. 

8) 3- (5- (2- (2— (4-^an7x=;l') - 5 — ;* ^Vl^^Mf 
25 yT—A — 4-4/ls) ^h*is) —3, 4-v^t KPt7^Wy-l-^;l/) 
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9) 3- (5- (2- (2- (4-^fW7x^) -5-*f-,Vjr 
*c1j-y— A— 4 — <;V) ^h^rf) -3, 4-v?tFPt7?Vy-l T 

10) 3- (5- (2- (2- (4--< y^°t3 tVl^7^=/l-) -5-;^ 
5 Aoa-dMJ-y— A'— 4->f AO ^h^iX) -3, 4-^tKnt7^1/y-l 

— -YAO 7n^VI • ^fvi^^vvK 

11) 3- (5- (2- (2- (4-^13 hVl<C7a:~A0 -5-^^/1/^- 
^■^y— yl/-4— (M xhdrv') -3, 4 - v>t Knf7^ L">-- 1 -- Y 

10 12) 2- (5- (2- {2-y^^7^-B-^J-M^y— As— 4 — 
-Y/U) ^bdrix) -3, 4-v?tKPt7^i/y-l->f;v) g^.^c^/W 

a^XA^ 

13) 2- (5- (2- (2- (4-7«^7x^t/) -5-^^/^^ 
Ihy— A— 4->fA0 ^h^ri/) -3, 4— S?fc Knt7^ UV- 1 — fAO 

15 • ch^VI^^-tvK 

14) 2— (5- (2- (2— (4-v^ X2^*cl/;V-7 zil~j]s) - 5 — ^ 

^/U^-^r-^y— A^-4 — fAO ^h^r^X) —3, 
1— 4 As) @^ ' ^^/l^JXTVK 

15) 5- (5- (2- (2— 7*=./U— 5-^^7^=¥f-y— A— 4 — 
20 -YaO ^h^ix) -3, 4-v?tKnt7^i/y-l-'f;v) ^W^S*- 

16) 5- (5- (2- (2- U-^A^st^AO -5-^5^;*-^ 
■U-y— A^— 4— >f AO ^h=3rv') -3, 4-i>t Knt7^^y- 1—f 

25 17) 5- (5- (2- (2- (4 - ^vl/T ^ / 37 *~A0 -5-;* 
^AsHr^V— As—A-' (M zLh^riy) -3, 4-i?t Knt7^W- 
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18) 2, 2--^^VW-3- (5- (2- (2-^cc^/l/-5-7<^/^ 
^ if V— /V-A-^/U) ^hdrv-) -3, 4-t?tFPt7^^-l- 
4 As) /n/N>^ • ^^-/^^-r/K 
5 19) 2, 2 (5- (2- ( 2 -7x=;l/- 5 

t*t^- 4 — Ow) ^f>^-;y) -3, Knty^l'y-l- 

2 0) 2 — <V^/U^-drv-- 3 - (5- (2- (2- (4-^f;U7x^ 
/^) — 5 — ;* fvl^^l?- As) ^.h^riy) —3, 
10 i-y^U^—l—^C/U) ^n/^gfe • ^f;kx7f/K 
2 1) 3- (5- (2- (2- (4-^^7*= AO 

A— 4 — f/l") ^h^rvO —3, 4— Knt7^ V^— 1 — f/U) 

2 2) 3- (5- (2- (2-^cn=/U- 5 -^^/^^rf-y— /l^-4- 
15 4 Ad —3, 4-ytKPt7^vy-l-^/W) zfus^Wt^ 

23) 3- (5— (2- (2- (4 - t — T^/l^cn—A) — 5—^^As 

^^) 7n^yt, 

24) 3- (5- (2- (2- (4-v^^VKT 5y7x=i/k) -5-p< 
20 ^•/V-^-= 3 ri^y— /W— 4--T/l^) ^h^ix) — 3, 4-^kKat7^Vy- 

2 5) 3- (5- (2- (2- (4- MJ ^/^a^^-7^7^^/1-) -5 
-^^/^^f"^—^— 4 — <M ^.Y^r^y) —3, 4-^tFnt7^1/ 
1 As) T^n^V^ 
25 26) 3- (5- (2- (2- (4 - MJ 7;^n * ^j\s^iyy 

— 5 — **5'A'3r2t^/'— JV— 4 — fAO =^ h*ciS) —3, 4-v'tKPt7 
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2 7) 3- (5- (2- (2- (4-^P7i^) — 5 

^h*r-» -3, 4-v^t: Kot7^l^y-l — (M 

5 28) 3- (5- (2- (2- (4-^^^^^=./^) 

^-^■■f-y—jU- 4 — f/U) ^h^cis) -3, 4-^th'Pt7^y-l- 

29) 3- (5- (2- (2- (4— fyyotVl/7x=;l/) -5-^ 
AsX-^yS— JV—4— ^/V) z^h^rls) -3, KnWl/y-1 
10 -> f/iO ^n^^g^ 

3 0) 3- (5- (2- (2- (4-7°P tV^cn^/1/) — 5 — ^ f-Asjfr 
^rf-y— 4 — iJV) a^Y^rZ/) -3, 4-v?t Kot7^1/y-l-^ 
,u) /n/NVi, 

3 1) 2- (5- (2- (2— 7i^-5-^f/^ty- 4 - 
15 ^/u) ^hdfv/) —3, 4-v=t Kat7^vy-1 — < )V) %ft& > 

32) 2— (5- (2- (2- (4-^/^:731^/^) - 5 — ^ fvl^^ 
i^y— ;V-4 — f/lO ih^) -3, 4-i?t Kn^^l-y-l-^^) 

3 3) 5- (5- (2- (2 -r7cn^/l— 5 — t^As**^^/— JV— 4- 
20 -TA-) ^h^r-jy) -3, 4-^tKot7^l/y-l-^) ^ 7®? x 
3 4) 5- (5- (2- (2- (4-^^/^y ^^/U) - 5 — ^f-;Ut^ 
if-y— f^) ^b^vO -3, 4-^tFPt7^vy-l-^f;l') 

^7^y|, 

35) 5- (5- (2- (2- (4-^W5 7 7x=^) -5-^ 
25 ^/P^f-y— 71^-4 — fAO ^h^v-) - 3, 4-v^t Kof7^ 1/7- 
1 -^/P) ^7^^> 
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36) 2, I-V'^^-JV-Z- (5- (2- (2-7^n/U-5-^^^ 

3 7) 2, 2—i?*?°/^—5- (5- (2- (2 5 5vU 
5 ^'^Mfs/— xb^y) -3, 4-i?t Knt7^^-1- 

3 8) 2-^;Ut^-3- (5- (2- (2- (4-^^/K7^~ 
/U-) — 5 4— - ^ h^v') -3, 

' .1"7# 1 — >fA0 ^o/N'y^ 

10 3 9) 2— rch^ix— 3— (5- (2- (2- (4-^P^^7s 
=. AO — 5— ^^/^^ri^y—^— 4— -OU) ^h^riy) —3, 4— S?fcK 

4 0) 2 — ^ Y^-^y- 3 - (5- (2- (2- (4-^^/l/r7^=/l/) - 
5— *=?-;V±3c-y-y— ocbdrix) -3, 4-^kKof7^ 

1) 2- (5- (2- (2- v^3c*//U7^~/U) —5-^ 
20 /^^ri^y— /U— ^h^riy) —3, Fnt7^vy-1 

2) 2- (5- (2- (2- (4-*^sU-7^zz/U) - S - * =f- JVOr^ 
V— >V— 4— i;V) zch*ci/) -3, 4-^tKat7^I/y-l— f^) 

25 3) 3- (5- (2- (2- ( 4 - p< ^A-!7 ^=/U) -5-^/1^3^ 
A*— 4 — f/u) ^h^-^y) -3, 4-^tKPt7^1/y-l-T;U) 
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4) 2- (5— (2- (2- (4-^n^v'/l'7 3:^) -5-^^ 
/l^-4— < (M ^h*is) -3, 4-^tKnt7^^y-l 

— 7th7/i'7tK 

5 5) 2- (5- (2- (2- - 5 - ^/l^^lf 

y^_, u _ 4 — f^) ^hdr-^) -3, 4-i?t Knt7^l/y-l — f/U) 
Tir h//Wft K 

6) 2-^h^iX-3- (5- (2- (2- ( 4 - ^ ^/U7 -5 

- t^tVUr^-/— f/U) a^h^-» -3, 4-v?tKnf7^l/ 
10 ^B/</r5 h\ 

7) N-tKn^-3- (5- (2- (2- (4-.?«^7*s^) - 
5 -^^7^^^— /1^-4-^/W) -3, Kot7# 
l^> - 1 — f/W) 7"n^7 5 h\ 

8) N-tKc^7-2- (5- (2- (2- (4 ^vl^a^U) - 
15 5 - ^f/W^/i'-4-^ f/u) ^ h^vO -3, 4-e?kKot7^ 

9) 3— (5— (2— (2- (4-^^^^ai^^) - 5 — * ^vt^^lh 
jv-A -<<M =^Y^^) -3, 4-^7t Knt7^l/y-l — fWO 

7p/^7 5 h\ 

20 10) 5- (2- (5- (2- (5-^5vU-2- (4 -^/^ct^AO 
^-^-^y—^-4— T/l^) xh^>» -3, 4-v ? tKnt7^l/7-l- 

1 1) 4- ((5- (2- (5-^^/1^-2- (4-^^/^cn^^) ^"^r 

i^y'— /u— 4 — (M a^h^-iy) -3, K»t7^^-l-^^) 

25 'fmt/y^-s, 5-^vT*fc3ii^«Sffl3ismo-^ 
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10. 

1) 3- (5- (2- (2- t°U v^-3 — (/V) 

— ^-^^■jV^r^r-^r-/—;V—A—^;v) xh^) —3, 4— Kcz^-^ 
5 ^ uy- 1 —4;V) -?ns<i/^ • ><^i/^c^^/i/ N 

2) 3- (5- (2- (2- (1, 3-V>$-3c-9-^l/?^-5-4M - 

=^Y^^) —3, 4-^tFPt7^ 

3) 3- (5- (2- (2- (6- (^e/U^]} >--4— f^O tfJJv'V- 
10 3— -OW) - 5-^5vM-3r1*-;/— ai^S^) -3, 4—^ 

4) 3- (5- (2 - (2- (2, 2-^:7/1^13-1, 3 -S^MM 
>-^^-5 — (M - 5-^ ^/^^f-y— /l^— 4— ^hdr^x) -3, 
4-^t KPt7^ l/V- 1 — AO • j^A^^tv^ 

15 5) 3- (5- (2- (2- (6-i^c^-TS:y t°JJ^^-3— ( JV) 

— 5 — ^^^^-y-y"— As— 4 — jh]^^) —3, 4-^tKPt7 

6) 3- (5- (2- (2- (V^Vit^-l-^/U) 

>/— /l^-4-^/^) ocbdrS/) —3, 4— i^fc Ka-^-^^ V'V— 
20 • ai^/i^oi^^/K 

7) 3- (5- (2- (2- (4-^^-/l^fc°-<7V f V- 1 — -5- 
^W7/-/l'-4-^/V) xh^) -3, 4-7tKnt7^l'y- 
1 — f A") T^n^^^ • ji.^/i^^tvi^ 

8) 3- (5- (2- (2— (^E-/U7j> U 4 f JU) — 

25 y*— 7V—A — <M ^h^riy) —3, 4-v^t Knf7^Wy-l — fA-) 
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9) 3- (5- (2- (2- (f-^-^A^V I/- A— 4 Ad 
7-Ty—/U-4-4M ^b^-» -3, 4-^tKnt7^l/y-l-^f 

10) 3- (5- (2- (2- (6-^^/^t°U v?^-3— f/I^) -5- 
5 ^^/l-^-=¥f-i/— A— 4--f/^) ^h^rV) -3, 4-^tKPt7^1/y 

- 1 — f AO ^n^i/g^ • ji^a^^tvK 

11) 3- (5- (2- (2- (1, 5 -v^^/H^;/— A/-Z — 
-5—^^A^ir^^—^-A—^M ^h^^y) -3, Knt7 
^ 1/^— 1 — ^ As) /o^y^ • ac^^^-^/K 

10 12) 3- (5- (2- (2- (4-^^/^t°^y 1 f/U) -5 

-ff-jVj-Ty—JV— 4-^/1^) ^b^ri/) —3, 4-^tKot7^Vy 

- 1 — f AO 7n/^yi • jn^vw^TvK 

13) 3- (5- (2- (2- (5-^^Afc°7v^-2-^A) -5- 
^^/^^r-^^— A— 4 — (AO ^h=^iX) —3, 4-i?t Knt7^l/y 

15 - 1 — (A) 7n^y^ • ol^A^^tvk 

14) 3- (5- (2- (2- (1, 2, 3, 6 — T Y 7 t Kb t° U v?^ 
-1 — (A) -5-^^7/^-4-^^) ;c^i/) -3, 4—^ 
t Knt7^1/V- 1 --f A) • ^^vUol^tvk 

15) 2- (5- (2- (2- (4-*^JV\?s<=7i?^- 1 — fA) -5 
20 -^fWy- A— 4-^fA) ^h=3rv-) -3, 4-v?kFnt7^VV 

- 1 — -f A) @£g£ • ^^/^^.^/K 

16) 2- (5- (2- (2- ^-1-^/U) -5-^^-/^ 
77*- A- 4 — fA) ach^r^x) -3, 4-^t Knf7^1/y- 1 < A) 

- j^A^;*7VK 

25 17) 5- (5- (2- (2- (l, 3 - v^dr"^ Vfls— 5 — fA) 

- 5 — ^^/^^■^■y— As— A— -fA) cnh^V) -3, 4-v?t Kct7 

171 

BNSOOCID: <WO 02051820A1 _l_> 



WO 02/051820 



PCT/JP01/11255 



18) 2, 2-^f/V-3- (5- (2- (2- 

try 3—f/UO - 5 -^fVt^^yWl^-4-^/^) ^ h^>0 - 

3, KDt7^Wy-l — fM -ftisSZ/^ • t^/vcc^tvk 

5 19) 2, 2-^5^-3- (5- (2- (2- (6- (fp^-l 

2 0) 2, 2— i^^/U— 3— (5— (2— (2— (6— Oe/t^ U — 
10 4 — iiV) \?])i?^-3-<fjU) /U-4 — r^o ^ 

h^r-» -3, Knt7^I/y-l-^;V) ^B/^yR.^^x 

2 1) 2, 2-v f ^^/^-3- (5- (2- (2- ( 6 ^jV\f ]} 
-3 -4 M - 5 - ^^/V^r^y—;V- A — i;v) -3, 4- 

15 Knt7^^y-l-'f;l') ^ny*?:/^ • ^ 5vi^*-tvk 

2 2) 2, 2 -v^^Vl'- 3- (5- (2- (2- (^/U/fr ]} ^- 4 — f 
>v) -S-*=}-;v?-TV—;V-A-4)V) acf^v) -3, 4-^tKnt 

W^- l -^f/W) 7ny?yg • ^^/pjl^^/K 
2 3) 2, 2 -S^^vU-3- (5- (2- (2- (tf^JJ 1 -- < 

20 AO — 4— </t") ^b^r^) -3, 4-v?kKnt 

1 — ^T/l/) yus<^m ' j^A^^TVK 
2 4) 2, 2-v ? ^5vI/-3- (5- (2- (2- (f^^e/Wjfc ]} V- 4 
— ^fA) -5-^f;l^7^-4 — T^) ^h^vO -3, 4-i^fcK 
xi-r?? Uls— 1 — f ;V) zfay<^m ■ ;* ^vl^.X7VK 

25 25) 3— (5- (2- (2- ( 6 - v 5 ^ ^/KT 5: / t° ]} 3 — f A) 

- 5 - > f Ad-^ty-A'- 4 -- f ^) ocfsdr^) -3, 4-^tKof7 
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2 6) 3-(5-(2-(2-(l, Z J -y?^- 5 — f/l/) 

- 5 -t^JVOr^y— 4>V) hdrV) -3, 4-^fcKnt7 

5 27) 3- (5- (2- (2- (6- (^-/UJis U ^- 4 — fylO t'^v?y 
-3 — <>V) -5—^^-^^-^y—JU-4-^/U) ^h^-» -3, 4 — 
v>fc Knt7^ l^^— 1 — ^n/N 0 ^. 

28) 3- (5- (2- (2- (2, 2 -^7;^P - 1 , 3 -^^"^ 

- 7^-4 — T/^) ^h3^» - 

10 3, 4-t?fc Kot7^ uy- 1 ->f ;i/) 7n/>'y^ 

29) 3 - (5- (2 - (2- (6-^xf^J^lfy^y-3-^/l') 

- 5 -tf-zUtt-y-y^/U—A-' (M oifdrv') -3, 4-i?tKnt7 

l — f/u) ^O^i^S^ 

3 0) 3- (5- (2- (2- (fc^U^V- 1 -^/l") -5-^^/1^ 
15 7/^-4 — T/l^) ^h^riX) -3, 4-v>t Knt7^ U^— 1 — ( /U) 

31) 3— (5- (2— (2- (4-^^tf^7^y- 1 — ' <M -5 
-^fWy^-4-^;l/) -3, 4-i?tKnt7^Vy 

-1— T/u) ^n^y^, 
20 32) 3— (5— (2— (2- C^ETl^y i^— 4 -vf AO — 

7^-4-^f^) aihdr^) -3, 4-i>t Fnt7^y-l-^/V) 

33) 3- (5- (2- (2- (^^A-*y^-4 fA) — 5-*?- 

^7^-4-^^) ^b^i/) -3, 4-'7tKat7^yy-l- 
25 -YAO ^n^y^ 

3 4) 3- (5- (2- (2- (6-^Afc o y S?V-3— f/W) -5- 
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**?}V$-5r^J— ;V— 4— -f /U) cch^fi/) -3, Kot7^1/y 
-1— f/U) ^"n/N'V^ 

3 5) 3-(5-(2-(2-(l, <o-*J>*=$-jV\?^V—)^-Z-^;v) 

— 5—*^/\'jr5-f^/—jV—4—4j]s) x^h^is) —3, Kot7 

36) 3- (5- (2- (2— (4-^^vH^j; 1 — > f /U) -5 

— fA) ^h^v-) —3, 4-^tKnt7^wy 

-l —i' a-) /p/N'y^ 

3 7) 3— (5- (2- (2— (5-^f;l't , 7v ! y-2-^;H -5- 
10 ^^Vl^^lhy— A— 4 — < x^^) -3, 4-^t Knt7^Vy 

— 1 — < ;V) T/n/^^ 

38) 3- (5- (2- (2- (1, 2, 3, 6-rh7t KPt'y^y 
-5-^f;Vf7^-4-^^) xhdri/) -3, 4— 

15 39) 5-(5-(2-(2-(l, 3 -^^4 5 — << A) 

— 5 — t< ^v^=¥lJ-;A- A- 4 — -f/l^) xh^» —3, 4-v?tKat7 

^ uy- 1 -^f;>) -^^v^ 

4 0) 2 , 2 - 5Vlx- 3- (5- (2- (2- ( 6 - ^Vl^T ^ / 
t°U 3-^/1^) - 5-^^7^^^^— A-4--r/^) ^h^ix) - 

20 3, 4-i?t KDt7^ky-l-^;t/) Zfv/^M, 

4 1) 2, 2-vM5vl^-3- (5- (2- (2- (6- (fc'Uv^-l 

-3, 4— S^t Knt7^ l -- T/i^) :7°n^:/^ 

4 2) 2, 2-^5^- 3- (5- (2- (2- (6- (^EvWjft p 

25 4 -- f;u) t° y 3 — r /U) - 5 -p^/l^-^^— 4 — r/l") x^ 
h=3f-i/) -3, 4-i^t: Kci^^^ W^- l --f/^) 7o/^|, 
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4 3) 2, 2-^^^-/1—3- (5- (2- (2- (6-^^t°y^^ 
-3 — (M — S-ff-JVjr^-yrV— As— 4—' (M ^h^riX) -3, 4 — 
v?tFnt7^uy-l — fA-) r/n^i^ 

4 4) 2, 2 -v^^VL— 3- (5- (2- (2- (^-/Wft JJ ^- 4 —- f 
5 /1-) -5-^f/Vf7y-/l/-4-{^) xhdri/) -3, 4-i?tKnf 
7^ UV- 1 — <>V) zfvts^m, 

4 5) 2, 2 -v^^/W-3- (5- (2- (2- (f^Pv^-l — f 
A) -5-^W7y- /u- 4—T/1-) Jih^riy) -3, 
^ I/^- 1 — -Y/t") :7°n^:/@^ 
10 4 6) 2, 2 -v^^-A— 3 — (5- (2- (2— (f^E-A^ D iX— 4 
— f/P) -5-^f;^T)/^-4-^;i/) ^h^vO -3, 4-v^fcK 

4 7) 2-cc 3 - (5- (2- (2- (4-^^t^ryy- 

1 — - 5 - ^ f T 4 - ^) a^Y^-y) -3, 4— S?fc 

48) 2 -oi h^f-v-- 3 - (5- (2- (2- ( \?^) 1 ->f /W) 

-5-^^7^-4-^/1/) j^h^rv/) -3, 4-v^kKot7^ 

20 

l l . fc^M* 

1) 2- (5- (2- (2- (4-^f/^7v?V-l-^^) -5- 
*V-ASf-T*S*- As— 4-^As) ^h^y) -3, 4-v ! tKDt7^yy- 

25 2) 2- (5- (2- (2- (tT^ y 1 — f M -5-^^/^T 

y-/u-4->f/u) ih^) -3, 4-^tKot7^yy-i-^) 
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=c-# y — >k 

3) 2- (5- (2- (2- (4-^f/l/tV7>;y-i-^;u) - 5 - 

xh^) -3, 4-S?t'Knt7^l/y- 

5 4) 2- (5- (2- (2- (txy^y-i-^/u) _ 5 _^ /V ^ r 
*S*-A'—A — f/U) ^hdrf) -3, KDt7^l/y-l-^;k) 

10 12. <ffr^»S 

1) 3- (5- (2- (2 — r y^otVP- 4 
— -T/U) j^bdrv') —3, 4— i^t Knt7^vy-1-^^) ^n^^gg • 

2) 2- (5- (2- (2— f y^otVl^-S-^^/^drf-y— ;V- A 
15 — ^chdriX) -3, 4-^^^^^-!-^) gj:^ • j^F- 

3) 2, 2-v ? y^-/l^-3- (5- (2- (2— f y:7 0 PfcV^-5-y^ : - 
/^;*-=^c1^y--/^-4->0^•) a^h^-» -3, 4-^t Knt7^I/y-l 

20 4) 3- (5- (2- (2--T y^n tV^-5-^^/^=3rf-y— /W-4 
-^/p) zch^) -3, 4-v J tKot7^I/y-l-^;l/) y°o^^ % 
5) 2, 2-v ? y?W-3- (5- (2- (2--f y:7 P ^fcV^-5-y5 : - 
A';*-=^r1^y— /l^-4— <4M z^h^r^) —3, 4-^kKDt7^^-l 

25 6) 3- (5- (2- ( 2 — f y fcVw- 5 -y 

=3f-^y'— ;V— 4— xhdrV) —3, 4-^t Fnt7^ V^- 1 
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1 3 . i\&m& 

5 1) 2- (5- (2- (2 ( y^u\fjU-5-^^/U^^y—/U-4 

— ( ;V) ^h^riy) -3, 4-i?kKot7^uy-l-^) /K 

2) 2- (5— (2- (2--f y^-atVU— 5— ^^J>V^-^r^/^ jV— 4 
-^/U) ^h^i/) -3, 4-^tKot7^Uy-l-f/l') 7th7/V 

10 ft F^&zm&v>mB7um<Di?K vu-ry? ^^mmmt^. %.tz.n 

14. mM<Dffim 1 15^— A&sS (I) tVT$W^t:KPt7^1/yil 

15 -j^mmmmmt^mi^ (ppar) mwm. 

-j^mmmmmt^:^ (ppar) a^^vwrnio 

20 

i6. mM<Dmmimm<D— ^ cd t-*$tL5i?tKot7^u^i 

(PPAR) a *5j;t)?yl73^ K 
25 17. if^Ofgffl 1 ^M<D— IB&Z (I) -e^^tbS^t KPt7^W^f 
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18. WW:o<6Hi|B«0— ^ (I) T?*$*L5S?fc Kot7^ v-V^ 

10 ffcrt^fcu *fcf±*nfe^*?WJ!ftSr^rS6j5J^i:UT^^rr5. HD Lai/ 
^ro — /u_t#Mf>k LDLa w*> n — /v#5 «t T>V* fete V LDLn^f 
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Sequence Listing 
<110> ONO Pharmaceutical Co. , Ltd. 

<120> s?fc KPt7^^ygi^tei^^^^M^^ 

<130> 0NP-4028PCT 

<150> JP 2000-392723 
<151> 2000-12-25 

<160> 3 
<210> 1 
<211> 85 
<212> DNA 

<213> Artificial sequence 

<220> 

<223> Enhancer sequence including 4 times repeated Gal4 protein response sequences 
<400> 1 

tcgacggagt actgtcctcc gcgacggagt actgtcctcc gcgacggagt actgtcctcc 60 

gcgacggagt actgtcctcc gagct 85 

<210> 2 

<211> 9 

<212> PRT 

<213> Unknown 

<220> 

<223> Nuclear localozation signal derived from SV-40 T-antigen 
<400> 2 

Ala Pro Lys Lys Lys Arg Lys Val Gly 

1 5 
<210> 3 
<211> 9 
<212> PRT 

<213> Influenza virus 
<220> 

<223> hemagglutinin epitope 
<400> 3 
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